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* (I) 
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0) 



Y-NH 2 



a 

-^ft> g3&£*LT& iv»AfB7U -;vt;v^jv^, It^tLtUv^Af n7'J-;v 

g&£*LTfc iv>Afo7 V -^t+vi, @}££ftT& iv^7^^;v* 

R 3 (i> -Hi:%cti|±t:t^vi*MLtUv»; 
;VS, ^;li7;i'3y+*;v**-WfJH?:$L ; 

R 6 te> TkStJlTs lt$atUv^7;H;vi> g^$ttT iv»y^n7JH;H 

-Y-NH2 TIS^: (A) T~^£*L&&. £7tf±Tf2:i£ (B) Xft £ *l & ^ £ ^1" 




(A) 



(^*. mf±0. 1, i£f;J:2£^U R 7 t±. 1 oi fcfi 2 o^ft U LT/jt 

V7?;i, 7j;v**drv*. TO^ttr ^> iv^T;V3^v*;vjK^;i/^ kL<fiS&$ 
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[ft 3] 

— NH NH 2 



(B) 




v>7$y^ AJWt'JfyS, B!fe$*i/Cfc iv>7J^4f ->*>HJ?-/Hfes &LOi®&£ 



-Y-NH2^ (A) T?^$tL*3feT?* <9> m#UKli2t*4*, tfctt, - 
Y-NH2#S (B) T-ft£tLS^-e&fK n /5 s 1 £ L < 2 <2> > W**I 1 13«Oft 

«** 3 ] 

3RIB«oft^%4 L< te-ZO-fu YyyV, ttzl*-£tib?>M¥±.Wr&2ti&%.o 



IBm^ft^-t/4 b< Ji-g-O^n K7 7^> f U^rfih <Dm^±^^ *t&:& 

w*a 5 1 ^ 

Uv>7;vn^yS, it $ ^ t U v> 7 ;v ^ y * ;i^f - iH, ft$&$*i-c& J:v*rv 

tUv>7o^;vi, ttzteW&Zft'Z 4 iv>7iv^;v*^*-^tt**§> !S^JR4§a 
*Oft£-fe& L < {i-€-0-7°n F7 y V, tfzii-Z-tih<D3fe^±WF&2fL&&.o 
[It M 6 ] 

tUv>7n^jvi, £ /c{±a^$tLTfe iv»7;W*^^-^i^i3 ; R 4 tf s 7k^ 

til) t< \t^t<D-fU K77 ^ £fctt**Le>©a^±ifr : #$*L*&o 

R 6 ^TIB^: (0 . (D) ttzkt (E) ©vvj**i*«>2fcT?**, ft^« 1 ~ 7 OV>TtL 
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[ft 4] 




(5**, Ztt. -S (O) p-, ^fcii-NCR 1 4 ) -*£EU 

;v3^yl, s#|$;ft,-c& iv>7 5 131 $ tit U ^ 7;v^^v 

;Nn7^^f^ V^nT^^afe* 7*3^fyi, ^;li^n7;i'3Jryi 

R 1 3 tt^ffi^, ^f;^fcflxfjl.^U 
ptiO, 1 f fctt 2 

r 1 4 i±^c*®?-4 ^{±r;v^;v^^^i-o ) 

R 6 ^ (C) &L<5±:& (E) -C**, lf*^ 8 IBftOft^W 4 L< 14^0^0 K7 

•yy% ifcji-etL^o^i^StLa^o 

K»*9l 1 0 ] 

R 6 ^ (C) -eab«9> R 9 ^ lo|/;li2o^U LT^St!^ 

~>^> 7^3^y*;V/f-;i'i, 7^^*^#- ^07^^^*^**-^ ^ 
li y ^ n 7 ;v^f Jl/ * A'**- JVit * 4 , W*:® 9 ffi«Oft#» t> L < tt-€-4>:/n K7 y 

r 6 ana* (f) -c*a, su*s i - 7 ov*i*tL*»— OT*oft^wt l < \±*<d? 
[ft 5] 
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**■*-«» ) 

j=^^-^ 12] 

*s& am $ ttx $> x v>r ;v n * v * ams ftT & «fc v> T 'J - JH, 

r=^^^-jg 1 3 J 

R'^i-Ra-Rb-Rc tLS*"C* & > 1-11 m^tL^-^IB 

Rc^a^^tLT^ i^7;v^^> aSI^^-Cfciv^T^a^V*. «m£*L c J: v> 

ltt*K 1 4 1 , _„_„ 

R 1 rt***®^ *^>K 1 ~ 1 1 ©^tJi^-Sifif « 

if *fl 1-14 <D ^-ftifr-mm<Dik&y>> t < (^©7n Kr; t fcl±**ifc 
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[0 0 0 1] . 

*j«.?+*jWf+y-<&-Ti (DPP-IV) H##Jfc LT*«b4«r»*-aM4W > 5 

^mmm^ffl-t-Zo ^zv^-f^-v^^-f^-v-^-is (dpp-iv) tr^^ff 



IS. 



[0 0 0 2] 

DPP-IVli. fltrtHZtlE^lE-t**'; V "/n-jr 7 »K N»cD Kfc* 
MtJ^^^y^T? J*-?*?-' ^"C*)^. N3ft»**?) 2#BWT5 ysft 
U > -C* * ^ 7^ K fc# £31 < ftffl -T * - t * . ^ D ^ ;v J. > ^f - ^- i: 

K«:»Sfc-r*ifc*«Ane>tLTV>*o y***)*?* K(PP)i3 

av7^-( >f^f-f ^w^ij^T'f- k(vip), inuntrym^f-v- 1 (GL 

P-lK ^^a-^^ttW ^ hntfy ^*°U^-/f- K(GIP)^J:y ? ^S*^• : e> / ^ 
Mksi : -(GRF)^^'ft^$tL-?)^;^*=^'>/VIP■77 5 «;-, tltr**^ >7r 5 U 

<D§m%otf&zt am h fix & (##fp^:m 1 ) • 

[0 0 0 3] , A 

DPP-IVii, GLP-10N*S»*»?>2T5^Si(His-Ala)4:«I»fi-*o W $ fitz^zf^ Ktt 

TflU8-r&£fc* I fc'b:h/CV»;& (*#afcfclK 2 ) o - ODPP-IVt* «t &GLP-l©lfiL* Ki5 *t & 

ftfliMKlit^ ZZbtftobtixis*). DPP-IVomWt- * 0 ifiL*<£>?&14MGLP-lit 
•cab!?, ^^ 1 ^^^^i"^±S*4SiiH : f--e*) ; 5)o 4^, 

^ >M£#tt<^^-*^&#.&^ l ' ;: 



) ^Dpp-ivm#^j <*> Hii&s&nw^ s ^ v> * m&wxm 4 > 0 

[0 0 0 4] . 

***ty*f-y mmmw-immn tutw^it s fix v> * 0 2 

IR2tWtl$0 2/0 2 5 6 0^V7U7 h 
B&3t0Ji# 02/068420 7 

03/004496 -£rc> 7 V y h 
l^<Zrgfi^0 3/0 2 4 9 6 5*^>7l/7 h 
^<2r§fi^ 02/02469 B^r^ V7Vv b 
[##^®tl] J.Langner and S. Ansorge^* "Cellular Peptidases in Immune 
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i#w^tm 3 
[#w^cm 4 

[«FWP*tt 5 
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Functions and Disease2" , Advances in Experimental Medicine and Biology Vol 
.477 

[#M#f}\£ifc 2 ] L.B.Knudsenk, European Journal of Pharmacology, Vol.318, p4 
29-435, 1996 

T.J.Kiefferib, Endocrinology, Vol.136, p3585-3596, 1995 
[$m*f-%ffit4l R.A.Pedersonib, Diabetes Vol.47, pl253-1258, 1998 

[0 0 0 5] 
[0 0 0 6] 

t- 

[0 0 0 7] 

[i] ^ (i) : 

[0 0 0 8] 

[flu] 




0) 



Y-NH 2 



•ti )V m =- S&£tiTfc J:v s Afn7'J -)V** s s 

R 3 ii> -fi:^oTt±t:i^vMMttU^; 
R 4 isitfR 5 fi, #*$U/_L-t. ^ftH^ ^ny>S^ g&StLT & J:v>7;^* 
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-Y-NH2 14, TfB5£ (A) "C*S*t*3fe^ (B) X^ZtiZ&Z 

[0 0 0 9] 
[ft 2] 



N 




(A) 



«*, mttO, K 4fcli2**U R 7 »±. lo4fcli2off«U */r»filLX* 

tt-c 4 4 v>i 4 fcli 2 R 7 oT^fW/tUii 

2OC0R 7 14, 4£, -flc^ott^viWCikK'i^o ) , 

[0 0 10] 
[ft 3] 

— NH NH 2 



R 



8 




(B) 



tir 4 v>i ;w<?* 4 14 2 o<7) R 8 tf-ftK ^o^f!/>^L<l± 

^ V > U 2 o«lifJ:^ L»f*»4 i Ho 

[2]°-Y-NH 2 ^ (A) TS$iiS*-e**)> m75 s l t < t42"C***»x 4^(4 
-Y-NH2 (B) T?^S*L**TfclK nj&*l <>U<J±2-C*S. [1] bB«<*> 

[3] R 2 £4r_KR 3 ^-iC4ott±t:t^vStMt4, [1] 4/cfiL2Jlfi 
£>ft^t> «»L<llWnK9f^ 4 tz {4 * *l b <DB^± § ft & . 
[4] R 3 45 4CFR 5 ^-^^^oT^Ji^-a^^^-r^, [1] 4fc«L2jBfl 
tfHfc£-ML< {4-e-^^n K?9^, 4 fcli^ftfeo^-tli^SftSffi. 
[5] R 2 «fc«*LT%J:v*7****, S^****,^- v 

ti?jitUv>77JV^f^ g&£*LT*>4v>T:7;v*;v**v3fe. « 

3 ffi^Wft^^ L< fi^cO-/n F7 7^, 4 fc«^ftfc<a^_hi1r#£ft*:^ 
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[8]°°R 6 ^TIfi^ (0 > (D) Sfctt (E) wv^tt^^^^^> [13 ~ [7] 






Z(±. -S (0) p-, D^fi-NCR 1 4 ) -**u 

R 1 3 14**1*^ >f|/^:ttx*"'*:*U 



[8] SS*WMbfr»fe U< li^-O^n 



p{±0> l$fct4 2 4:&U 

[0 0 14] 

[9] R* (O *>L<J±5£ (E) 

[10] R 6 *^ (C) -C*«9> R 9 rt s , loi/:B2of«U ^^jz-LTtK^® 

7*n*^* 7*3*^* 7**** ^07^^*^- 

[1 1] ' R 6 #T1B:* (F) "Cfc*, [1] ~ [7] ©vvf*L*fc|B*<Oft'fr*«>L< 
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[0 0 15] 
Mb 5] 




'[1 2] R 1 rt****!^ 4/S;Uft*]***U*e>3©1I*S*L-C* J^T**** 1 ? 

[13] R'Hl-Ra-Rb-Rct^WltW, [1] ~ [1 1] m>f 
R a(4T;v^^^H*> 

[1 4] R 1 *«**]*5% tt:\±x.*»'C*>*. [1] ~ [1 1] Wftlfr 

[is] 1 [i] ~ [14] <7)^irtifrKmm<vit&mi> t < ii-e©^ k? ? *\ tfc 

[16] [1] ~ [14] ^v^i*tL^^|B«^k^^ L<l4^0^n K??^ 
[0 0 18] 

£43 *9§iW#fcfcv>-C, r«tfc**t-C"l»J:v»J %L<I4 retft^^J "^w**"-* 

R&ar^HU , [®i7;v^ySJ sitf [«7;v^;^^*-^J ^ 7 £? 

[00 19] _ , . , _ . . 

R 1 R 2 £40^ 3 Ki5*t& rS»S*vC<> J:v»T/u*>HfeJ ^T^JVl*: UTte 

^7t{4^^R*^l^ i b6 0T;V^;V»#^tf , b^ IIC*#ttKtt, 09X-}4\^ 

^afc°;v. 2-7 p nn°;K ^V7f;k sec-T^K tert-T^ 
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[0 0 2 0] 

14, «ktf (1) ^nyyf^ (2) H^iitUv^tfAf n7>J-J^ (3 
) tttfe$*L-Ct J:V'7n^l/i, (4) «RS*LT%J:v»7y-Jl'T3 

(5) «*S*Ltft iv^IfAfnTV-^*^*-^ (6) t^^tLttiv^ 
g|^ D7) j_^ 75 ;^^-^ (7) *JV*^y^ (8) «1&£*LT ti^ 
rin^yA^^Jl'i, (9) S!fc£*fC*> iV^W^^f (10)®m$tLT 
Uv^y^n7;^;H, (11) f^titUv^'J-^ (12) f^^t^ 

iv , T i;_;V^^^^ (13) Ife^ilt^i^T'J-J^^*-^ (14)7* 

( i 5 ) fir i> i v>7 7 ;v*;v*;v*-*^ (l 6) M 
(l 7) S&£*LTfc iv^r;^^^ (l 8) f^$titUv>7;v^^x;v*- 

[0 0 2 1] 

(2) rm^^tLT^ J:v^I|Afn7 V -*SJ 1:^1)^^11^07') -JUfc L 

t{4, mtf. sum?-*- i 2 *;rr& 5^<b i omm.(omm^fb^ ^wm^* 

tf V ^v>- ;k ^yjjK •< v * J V ;K HJ7 VJ ;k MJ 7 v-;K 7- b -7 V V * 

(c)7***3fe W£(f, lt«*fcttfl-«[««>1&»7>i/*>Hfe** t *» , f&^ JMfcftKtf 

. <Wx.tf, iM S tz \tfrttM<0&MWi l^?)6?)7M ;v^#*Wf £ *U 

(4. 7ntf;K 2-7"n^ ^f7 7*f;W sec-7f- 

«b*i£o ) 4 tz\±T)V^*^& (fl)x.Ji\ 18*7^ 3 *->***«**f ^WfcittSfc 
ficl^M07)l'3^v'iWb^ JEfc^|*»KI4, il^^'A 

^✓ifciiyi«*i'*#*tf <b*i& 0 ) -cfift $ tt/c 7 ;v * (7;^^tLtii 
, Wx.tf, it$lt7t{4^^»7*^r;v^^if JMfcttfctt- «x.tf* Efil 
ifclifl-ft^fftl 4 07fl/*^*f Ml"A#fi*l^{4> «x.tf^ * 

xf;v, 7n f;K 2 - 7*a tf^4 £tf7f-^tf s W btL&o JWM&fctt* 7^ 
tnif;v, W^tn^f^, b'J7;HD>f;K 2 -7;i/*n^f-;K 2, 2-v> 
7*n.x.f-/K 7**n xf^J fc9tj< K^-^/a:-^^^^^ hti&o ) . 
(e) 7 JU 3 * (« x. tf > te»7 * n * ->*^^tf £ *t, *^6«J K l±Rm$k lfrhA 

btiZo) ttz&T)V3*z,& (®jxJi\ GMT&a**y2&#*tTS>*» 
^^Mi7^vWfeWo ) ■cS^$tL^7;V3^'>* (7;v3^y^iii 

xtf> «7;V3^Vlf#flf?>^ WKttmH^ 4 ©7JVn^r->i^W 
bti, HK^fMW^ 0O*.tf* ^1>^A 7n#*^2fctf7>*V#a*#tf 

T'o^^vSfctf^ h ^yT'n^^-yWlf^Wo ) > 

ffiSE#2 004-31 19840 
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(h) * ^ _ v , - . , * , 

Om^vi («*.!*, ynt?;K 

) > 

[0 0 2 2] 

(4, ^f;K xf;K 7-nf;v, 2-^oe;K 7*f-/K ^VW, sec-7-?- 

;k tert-^;v. ^yf-jv^/c}4^^v;v^W^^a 0 ) . ^^^^ 

toifJK W^ta^f;K F'J7;vtn^fJK 2-7;Vtnxf^ 2, 2-v 
Mfcl*fc 4^T;V3^5/*^lff>tL N xtc^W^ti, 7n * 

x.li\ «7*3#yi»m^ ^ WPtt ^*i?M?IS?I?iSllJ 
fetL*. *#»ic»±. 7;v*t^h*->, -77;v*n*h*->. f V 7** h 

7*UjK#5/4 3^6±3^ h^ri^rn^^jW^f £>*L& 0 ) > 
(g) y7^I> 

(i)7;V3^y*Mx;H (#JxJi\ Ml^M^^^vi (ffilx.tf> h *v 

tbffiE# 2004-31 19840 



#H 2003-396242 



8/ 



(j) 7^**31 (Witlf, ^f-;v> 7nt?;K 2-^ne;vi^liyf 

(o)y^7WW^fy| (0Bx.J4\ nT^^r^^-^v^^lf 

T'nifji/t^y, n-y*f-;i/^-^v, n^?>^;i/^-^r"> % n ^\ dp- ;v ^- # y, 
^^DA^fiVt^y, 7 ^ v y to * 4r 9 s £ 1z it J )V jJ? ;w — ;i/ * * ~> ^ ^ if h tt & 0 
) T-S&£*UiT;V3 3rvS (^Jilt tt7;V3^y|fWf?>iis *#WCI±|ft* 

(p)y^D7mt*yi (0Hx.J4\ u T * * * is &^ff^if G>tU A# 

ftKt4#t^$:3;3*<b 1 0 ©y^o7^+;i't^yiW <>*n 
7n tf;i/^-^r y, yyn^f jl/t^y, y^n^yf^t^y, v";l/:fr^ 

) > 

* fc ti (q) 7 5 j mm^mf bti& 0 

(4) r«^$tL-c^iv^7 i ;-;i'7 5y^;v**-;v*J t^ttaru LTii^ 

re&SttTfc J;v^7 1 J-;v7 5 y anvsK-^J £ * Lttt, stffS (3 
) <o nt&£*fC& iV'TD-f^iJ K45*t&g&*£ bT^b^feo^tf ^.Wo 

[0 0 2 3] 

(5) rfi^^ttT^ iv^gfAfn7'J -;v#;v^;u^J l'i5lt^^M*^T-n 7 

(6) rt t$ tit ^ J: v^IS'nt a 7 'J -^7 5 y * ;v^-;HJ £ 4s *t & ^Sf^ 
fn7'J-JVtLtli, ttrlB (2) <D [W& 2 *t"C 4 v^ffl*^ r n 7 V - ;v J fcfctt 

{4. BUfB (2) <D rtl? tit U V^gi a f n 7 V - ;v J fcj3»t£1HSyfefc LTflto 
[0 0 2 4] 

(8) rg&£*LTfc iv^/i'^*^**'**-^ ^45it*7;v3#->*;v**-^t 

LTf4. «x.»f^3R«[l36»t>4©7>l/3*'>a6 (08 x. 14\* b * ~> , ^h*->, /n*^y 

£>*u ^fltfi9tctt % ^Ky*Mr;K x^y*W-^ yn*>->A^^;K 
2 - 7" n # * v * ;W sK- ;v J {4 tert-T' h * -> * * if tt & 0 

r«^$tLT^ «tv^7;V3JryA;i/**-jHJ t^lt-Sf Mt ttli, #!lxJ4\ 
(a) 7^cm^^ 

ttiiE# 2004-31 19840 
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(b) iJ)V^^-y^.^ 

WLlf, >f->K ^nt';K 2-"/nvf;K 7*->K 'fV/fJV, sec-^f- 

(e)T;i/^;W* (#!)xJi\ :/nfc?;K 2-"/ntf;K y^;^ ^titert- 

- ;i/ * * v . ^ f - * * * £ «± tert-yf - ^ * ^ * * * ~>^* ? W ^ 

(g) 7;V*^» M*-H. ^ ;v > ^o^K 2-^ae;K t tzittert- 

(h) T^^;V* (^flx.(f> yntf;v, ^f"* * ^titert- 

(i) 7;^;H (#J;Ui\ if^, -/ntT;K 2-"/ntf;K i£ fcfitert- 
(j)7;v*;v« (tflxJf. *?-/K j^;K ^nt';v, 2--/nt?;K tfrtftert- 
(k)7;v^^^-^^*^^-^^^->* (« * tf lfe*fU * & 4 © t * * * * * -> 

(n) 5->^;v- 2 -**v- 1 , 3-yt*vvv-4-^K 

(o)5-**V-2-f f5K Ko7?-^> 

(p)l, 1 -4 V^>V*7 7-)V, 

j?mihMo ) . ^ 

[0 0 2 5] _ /M v _ 

miE# 2004-31 19840 



#M 2003-396242 



^-y: 10/ 



Mtf^v v><9ffiif]!?-te, ^f-;vi£{i^f-;v-efig|£;}x-cv>T& «tv>) 3£<7> N 

^ f-zi/rfr/i/A^'f ;K ■3-)Vy*u \£ fi rt^e >( y^n^ntf;v>i;;w^/{;i/, 

(10) [m&ZtiXi> <fcv>v? nr;v^;i/^J ~> ^ a T^^r^t Ltli, M 

„ p<^;K 7°nt°;K 2-7 p nfcf;l/ > tzittert-zT^^^mfh fi%> 

(11) TS^^ttT^ J:v^TU-;v^J £&t& 7 U Lx it, #)J;U£, j^MWl 
6frb 1 hfi, Mfo&Jizit, mk.it, l-f-7^>i/£ 

\WM £ fix & <£ v> r V -;v^J K£&t<i>§£l*£ LTti, 
(a) Tfcm*. 

bti&o ) , 

(c)7;v*;v^ (®)xJ;f. m%£tzl±fr&Vi<7)&ffi.T)i'*)vm*$i)smf hfi, 

it, f;K 2 --/n tzity^fr^tfmf hfth a ) 

<b*i& 0 ) ttzitr^^^-^m (#Jx.{f, tt7;v3^yifi f fiff,^ *«^(±R 
ill 4<7)T;W3^v^^tf M^*#65^{i. ^h^i/, i^->, :/a# 
^yi/di7*F^yf^Wf.tL^ 0 ) -^g#l£*i7tT;i'*;i'^ ( 7 * frmfr t L X ii 

x mz-if, umt tztefrfovt<D&mT)v*)vmmtfm?hti, ^m^t, urn 

yntf;w N 2 -7*0 tf /t(i7*^;v^^tf ^>tL^ 0 *#fi<jic(±, 7;v 
y'7;vtn^f;K HJ7;vin^f;K 2 - n 2, 2-y 

(e) 7;vndrv^ (^|x.{^ ftilT;^^ v^^tf *#^^ti^^: 1 # P> 4 

(f) /Nnyyil^ (M^Jf, 7 7fl^ aLSRlR^, A^Jl^t ^t±3>7*H^^tf 

e>^L^o ) ttzterfr^^-i/m. {muz, fiir^a^ysf^w^^ 

*^1 frh 4<D7)l>^*Z/&tfmf hfl, ^KgcfomKlt, * h^r~>, ^h^y/ % 

^(irh^rv^^tf bfr& 0 ) XWM $ tL7t 7 ^ 3 ^ ^gfe (7JV3^yMl^J 
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(g) \>XT(D (aa) , (bb) t tz It (cc) T?g& £ frT & J: v> y * - 
(aa)/Nn^>^ («x.(iT, 7 7111^ &3R]B^ * « 3 * HAK^a* 

fcf;K 2 -7n if* 4 tiirf^Wff.fL*, ) , 

tfk*L£o ) > 

(h) vT^i, 

(i) ***** 

^'2) o ) ^ 

(i)7*3f**;v*-;i/^ ($lx.{£, €>*t* 0 ) > 

(iO^^V^s}-^^ 
if;li(o)7x-)i/^ ~>^W h ti& o 

(12) nift£*LTfc iv>TV ©7'J-^t^VStUli, «x.WT> 
£*Sfc6tf»fe 1 0O7'J-il't + ->iW <b*U 7i^y, 1 

(13) rg&SftTfc J:v*7 , ;-A'*>l'* — JUfcJ 07U-^;V*-JVitUli, 

(14) ^/l"***** — *3£J 07^*^^*-^*^: LTtt, #Ixl£> RMWal 

f-**** — A\ 7n tf;v^;v*— 2 -/"n t? ;i/ * * * — /k 7^;v;uv*->>K ^ 
/ f ;v 7, ;v * - ^ J l± a y ;v ^ ;v * - <b 0 

(15) l~fi&$*L"C& i^7 7JV+;v7,;v^-;HJ ©7?^^**-**^:^ 

n*°i|r->, xfjK 7nvf;vt3t{42 -7n tT^d^f ^tL^> Q ) huIB ( 

(1 7) rg&£*LT& j:v^7^3^->4J c^T^n^r^^t LTii. -Si^T^ 
3*vaMfc&«We>tU K iilf 1 1 4 © 7 ;v ^ ^ y Jl, JEK*# 

flSttt, xK*/, 7n^yJ 7tf±7 h # v^^lf ^ti-^o 

rm$*iT4J:v»7^3*y*J ©IMtLtii, tulB (8) rm&StLT&J: 
7 ^ n * v * ;v K: ^ »t & t L tW^ * *tfe ^ ©sW»f bti& 0 
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(is) rs^l^tL-r i^r;^w;v*-^7 5 >>*J 

"(1 9)' rtftS^t i^if^fnT'J-^IJ fcfctt, >HM* 

[ 0 0 2 6 ] 

tt tulBR 1 , R 2 SZWR 3 -efc£*U> m&£tLT& J: v> 7 * * »SM^ t 
"CCD ri*«^UV'V^n7^fl/*J fc^tfSflflft&fc UTfltoLfcfco, *fctt 

xJ4\ gi I /: limwlil: 1 ^ M W 7 ;v^f #ftf ^» ti, ic^fiDCtt, 
mZ-tf, x-f-fr* ^tX 2 - ^n e^ifctt^f ^WWfeW. ) w 

[0 0 2 7] 4^*«-r. 

[0 0 2 8] . 

;^^viat(t tt 3 l 0©y^7J^)Vt*y*»^, * 
frttfcli, y^n^nm^y, ^n^/u**^, y^n^yf;v*^fy 

R 2 £J:lfR 3 fcfctt* ra#l£*iT *> £v^y^n7JV^r^t^yiJ lit Lt 
14 BtflfiR 1 . R 2 *3i^R 3 fcfctt* r««**tT%J:v>7/u*^*J <75««£: LT 

[0029] 

r 2 ioit^R 3 tcisit^ re^sftt*. iv^7;i/^-^*J w7^t-^i^tt(j, 

R 2 mtft^tLTfe J:v>7^^-^*J co#^*tLTt4. 

»4, **>K *.^K ynt?;K 2 --/ntf^f fc tt r^/HWW *>*t*o ) 

btiZo) titter***** mz-tf. fit7JV3*yifW^^ 
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-c?-;k ynif/K 2 - tf;i/£ fc(J7f;vf* J fJf t>1v& 0 M?fot&izte^ y n, 

(e)7;wn*v* (flUtf, fi«T^3*5/*^*«^»f feji, £ {i£tf|& l ri> £ 4 

OT^n^y^^if <btU HKJMfc&Kii. >F^-a xb^fy, ->i tzity 

^yifcliT'h^r^W kftSo ) tfi$ilf;7^3^yS (7^3^yMli«l 
x. tf, ®»7 * 3 * v-^T^lf £ *L % J^ftj fi^tfjf £fc 1 * <b 4 C)7;V 3 * y^^U* 
ibti, 0H*.«T> xh^y, 7"n ^^r y J ^ |i 7* b ^ yf ^ 

£*i& 0 JWM&fctt, 7;Ptn^ fipy, y*7;vtn> f^y, h'j7;^n^ h^fy, 

^ h+y^ h^ry, xf + y^ f^->, ^ Fy^-xf^y, -X- h * *>x. h * V. > h^v 

(g) J^TO(aa)^ (bb)t tz li (cc) X*U& Z tlX i> Jtv^ji-^^ : 
(aa)^nyy^ (fliAtf, 7?fg^ ^Jl^, £ tz ii 3 * HH^ri*^ 

tfbti&o ) T~^£tL-C& J:^7;vnaryi (t;V n * £: LTfi, ^Uif, « 
7;V=r*v*^W e>^, J^lftKfi^Stifcl frb 4©7iV3^ryWf^> 

^ xhdfy, yn^^yj ^t±7* h ^v^^tf £>*i& 0 ) , 

ifbti&o ) t?B^$tLT^ iv>7;v*;v^ (TfrZ-frUfi-t Ltit tfijxjf, itiftf/c 
(i^^o@a7^^;u^^tf <btt. JMfc&Hfi. M;Li4, itil* Ttti^^o^* 
frh 4 ©T/^/uaHfcWtf £>*l % IE xf^, 

(cc)^tiy>m^- mz.tf. 7 jutfiit^ * tt a * 

(h) i/7^i, 

o ) N 

(k)7;i/^;v^ (^x.if, yntf^ 2 -7"n i£/i/£ tziiy^^m^m 

^tf^tt^o ) , 

(l)7;u^r;v^;V'*^;i/^ (^Jx.{f, p< ^;v^;v*-;v^^tf?>^^ 0 ) , 
t tz ii (m) 7 - & * * v^^tf h ti%> o 



it, mz.i£, ft-fr^ 7*0^, 2 -yn^iftttyf^^ f>tL<s>o ) 



[0 0 3 0] 
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N ^#^^(4, $lx.J4\ ^ *>x;i/*-;i/£ fc&x* >*/i'*.=./H>a f !*»f £ft&o ) > 

(e) 7 'J -fl/Afr*=-)V& (011 x. 1 0 £IT©7 U - /u ^/u ?>*U 

W£>ft&o ) > 

(f) ««i*tLTt iv^7';-;n (0flx.tf&st8ci oJBiT«>7U-^**«ait*f <b*u a# 

o ) > ltiI^/«:t±^^W»7;V^^^Wtf'btL, JMW~ 

14, 1*flx.li\ 1t«4fe»±^3K«t©lft*l!tl*»e»4 07A'*/i'lfe**«^»ffe^ 3Sfc*#«J 
fctt, ttx-Wr, *f->K xf;v, 7"ntf;K 2 --/n fc?;v£ fctt:/f-;H0**W?>*«-*o 

) , 7;vn#vi (Mx-tf, £titf£itf s "b4 (or^^^-'y^mf hti, JW*Wfc»i* * 



7 5/1J O^^^Ot LTti, 75 7, ^fJV7?;> xf;i/7^, f ;V7 5 / , 
y'xf;i/75;> ^f;vxf;V7^, 7-bf;V75;> 7"a^t-;V7^/, ^>V>f 

;v*;i/5i?-;V7 5 y\ xf jv*Mx^7 5/', soli >^^*x;v7 5 7 , 7^jv^f5 
b\ ^^y>-f5 KJfclivl/>f 5 K^#*P&f "bft&° 
[0 0 3 1] 

R 2 jsitfR 3 KJ3&t& rmm^ttT & «fc # ;wn** >f ;w*J Of tit LTIi, 
(4, fflxlf, ^f)K i-^/K 7o f;K 2 -T'n tf;i/t fclir^/u^jWtf <bft&o ) 



*fc*±(b)£lT©(aaK (bb) t tzi* (cc) ftT % <fc v>7 U -/Hfe (#IxJ±\ 



TJlsxZ-zs&m&^fbti, &#W£W:£t*Scl *»<b 4 07^3^fyi^f £>ft, 3E£ 
gtl^M©7W*f#W^> MxJi\ ^f^K x-t^K 
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T&J:v>) fo % Jfcjfc, *J:O r /4fcttKEj|4:^WC4 J: HKUMfe^ 

[0 0 3 21 

h tl%> 0 

[0 0 3 3] 

R 2 £ J; ZPR 3 K£tt& nt&SftTfc £^T)V^*i/lJ)]/7F-)V&] \z & \f %> y ;W a 
•fu tf* v # ;i/ ^ ;i/ ^ o 

R 2 *5J:O f R 3 r«&£tiT& iv^i^Jf v#;i/**^;i^J wijJU6t lt 

f±> fffiBR 1 „ R 2 £it>*R 3 ^ is tt ^ rg#l£tiTk j:^7;v^r;HJ ^iat 

© re^$tLT^> J:^7;i/3^y*;i/,f-jnj iz&if&Ute&t LxmrnLlzknam 

[0 0 3 4] 

R 1 ^ R 2 *3iO f R 3 fci$»t* r«&£tiT& iv>TU-;^J c*»t* T V 
LTi4. $|x.(4\ £3PH8c 6 j&» <b 1 0-fSOTU ibtL, £-<fltfi&Ktt % flijxjf, 7 
1 - -J- 7 ^ ;V £ £ 14 2 -^7^;l^rt^;fP>ti&o 

it, 

it, $I£14\ ^f-;K j.^;v, 7n 2 -7*o tT;v£ ^{47'^;v^^f hti& 0 ) 

(d)/Nn^>M^- 7 9»Rf, ffiSRlK^, fc»±3**«^#*fc»7* 

iti^?>4 07;V3 + '>iW?,n, MKAtt&Ktt, ;*h*->, ^h*->, 7n*° 
# -> S tt 7* h * -><§t*»#»f <b*L£ 0 ) xm&ZtLtzy)i'*r)V& (7;^ Ltli 

7nifjK 2 - 7°n tf;v^ 7t(47^;i/^^lf e>tt^ 0 7 ;v 

^-n^f-;i/, v?7^tn^f;^ h 'J 7;i/tn>f;K 2 — 7 :* n .x. -f- /K 2, 2-v 

V>y)Vx*z,&ip^ft,ti^ M^A#fi«J^{4 > ^h*-> % 7n^y^ : ii7 
htl&o ) "CS^ $ *Lfc T ^ ^ (7;V3 + y^(iiilf N tt7^3#yS^ 
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(g) &T<D (aa) , (bb) £ ti (cc) $ fix & iv»7i- : 
(aa)Any>S^ ($J;Uf, 7-;M?, aBfcJBt^ ^iftliC^t fctt 3 **JK?*s*«p 

(bb)^nr>MT- 7y|i^ tt^, hhm^- * 7t «± a <y mm^^rn 

ifhtiZo ) x*w&ztixi> x^r^^^m (7)v^ju^t LTfi. jttttfc 

Ifcl frb 4<7>7)is*)vm*$tfmf hfi, M^JM^lttfcfi, Wx.\X, 
(cc)Anyy^ (fiJxJt 7-;|JH^ iSHtlii^ Tttis^^M?-^^ 

(h) ->7;i, 

(j)yNny>ir.?- (^!l£{f\ 7y3RjR^ JSsSlg^, JI^IE^S fcti 3 ^*H^^lf 

(k)r;v^;^ (08x.fdT % ^f-;K 2 -7°n fcf ;v £ £ ii 7"^ 

(n)ifVyyt^y, 

(o)f*^Tti^7i-*t + yi Lt{i^ny>H^ 7y| 

(p)7x-;k 

(r)r;^^r;v^ (ix.lt ^f-/^, :/nt?;K 2 -yo tf;vi/i{i^;v^^^ 

»f<b*L*o ) , ^uyy^ mint. iftSKIK^ 4 £ fi 3 * 

^sW^tffeitSo ) £ Mt 7 /i/ a * ->* (0Jx.MT, ^T^a^vaHfcWtf&tU * 
frWtfi^^Sfci ^ib 4 cD7;V3#v^75 s ^tf^^ MK^#fl<iCi± % ^ h**s, j^V* 
rn^yifciiy h^r->#^if «b*L& 0 ) -et^§tL-cUv^y^D7;^;vt 

y^n7f;i/t + y, n^^f-;i/^-Jf n^s^ i/frOr* */ x is ? u s\ 7 ju * 

tf, 2-^f;Vy^n7 p nt';vt4ry, 2 - -7)V*u *y ? xx -f^ju^-^Z/^ 3-*Y*i/ 
(s) v 7 )V* u v V *J* * v. 

(t)7;i^-;i^ (fRJx.{f> lt*SS:2*»?> 6 <7)7^y--;l'|fe>6^tf ^>tt. *#Kjhj±, m 
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f/;liy>f;V7 5 / WW fcitSo ) , 

(w)t;v^;v*;v-*'-;w* (08 AWT, ii7;^;v*^*-Wf(f hfi, 

u \£ it bil&o ) . 

( y ) 7;vn^^i (« x. If, mk 7 )V a * -> <b *U tt R&Sc 1 *» <b 4 

Ifibtu *#»Ci±ft*»l 4 *~>&tf* Wb*U 3lfc&#«J**W\ 

, *#:fi<jH«^^c3 5&»6 1 O^y^OT^^^t^yS^W hit, MKAitlftKft* 
tL&o ) T?«!jl*tL]feT^a#^a£ (#!)x.fi\ l&MTfl'** *s&IHPWhtLs 

If fbfr&o 
[0 0 3 5] 

R 2 tsXXFR 3 K&lfZ [WMZtlXli i^7'J-^**y*J ©7V-^*y*fc 
Ltl±, «x.wr> ItSlfBc 6 s&» 5> 1 0©7 , ;-W^ry*A , flfe)tL, JWM9fc»4, «jtHT 

IBR 1 % r 2 jsitfR 3 K*5*ta r-g^^tL-rt iv»7V-**J fcfcttaflHfcafcfc Ut 

[0 0 3 6] 

R 2 isii^R 3 £iJ»t& l"g!fc£*LTfc iv^y-fl't + y*)!'*-^ 
[0 0 3 7] 

R 2 iS^tPR 3 riJft$*iT4iv»7 9^^3feJ t LTttfll&tflKftStLT 

J; 7 ;v * u >m £ fix U^7'J- /v-afe****^ L f> otf^if <b *l3 0 
Ktt, 7i^;i^i7^{i^7^^^ s #tf^tL^o rM^^^r^ iv>7V -;v*J 

^ *7 ^ t L T^Itf $ tt7c <Dim\f hfhh 0 
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t a * v >Wd?mi h tu 14$) x. I4\ tf-w, xfi/y, hu^f 14 

jEfc*#WKli, 00 x. If, *f->K -^f-A, ynt";K 2 -7n tf;i/$ fctt^f^*»f 
Iffcft&o ) ifcti^n^vil?^ (Wit If, 7?IIf, aflMK^ ^Kfifclia 1 ) 
JBElS^j&'^tffetLSo ) ^tf*Wb*l<5>o fi^&W^t LTI4 1 *fcl±2J0L±*«*»ffe 
tL*o ffc* »»Lfc4fcl±WI— M*±<0 2ocoT^^r^^ s ^bTj^*l?Sc3^6 1 0 

-cif, HtrfBR 2 KiJtt* rsm^tt-r iv^77;K;HJ K^itST?***'** 8 *^ 

tt^o rs&£*tT iv^T^^^^t^yiJ |::43it& rWftSftT ±v>7'j -A* 
J ^©IlSt LTI4, ItflBR 1 , R 2 is 4tfR 3 fcfclt* r«m£ tLT *> i v>7 V - 
Ki3lt£S#l*t LXW7F%titzi><DiPmi<f h*i&<> r«$l * iff *> X V* 7 9 A- * 

;i/**->a?J o mSl^tL-ct iv^MUVKJ ^wgiStLtliT^^^H (00 
jiff, itt^*fcli^^R^ici^^4 0T;v^A^^if^tL> JSK*#fi9l~ii, 

0Oxlf, >^A> ^n^, 2--7u\£)Vttzl±71-)l>mi> t W*fbti2> 0 ) itz 

\±wfyR& (00*. If, 7 7», **«?\ JiatS^* 14 3 7 mm^^W & 

Lfc^fcttH— £*±<*> 2 ow7W ;H^Lt^fl: 3 7><b 1 oio^dth 

)]/ (00*. If, •>^D7 , nt'JK y^n/f^ y^n^yf;K n^dp v-A, ->*n 
^T^A, 7^>f;H £147 A^A-A^s&^lf "b*L£o ) ?rMUUv>o 
[0 0 3 8] 

R 2 isiCFR 3 K4slt& n^$^TUv^7n-f;HJ or n LTI4, 
If, £UR8c 7 tf» & 1 l«D7n>f ;v*^lf <bft, JWM&fctt, Wxi^ 'OV-fJi^ 1 - 
7^7 h-f^Jfeii2-t7 W bti&o 

R 2 is 4 If R 3 ic*3lt^ r*^$tL-C^ iv^7n^f /HfeJ ©IMtLtll, ItflBR 1 , 
R 2 43 4 ZfR 3 &~43lt& r^^ttTi «fcv*7V -A*J fci5 It LT0iJ/5£ft 

[0 0 3 9] 

R 2 43 4 0^ 3 iz&lfZ rtt&SftTfc iv»7V-)i/ftSJ 07'J-WitU 
14, 0Ox.lf> ^il6^?>l 0CO7U ft, A#0*rlci4, 00*. If, 7x 

R 1 , R 2 43 4 IFR 3 KjSlt* r«ft$ftf£ 4 V* 7 'J - A&J 43 It & t LT0IJ 

75 § ft (7) If <b ft £ o 

[0 0 4 0] 

R 2 ^il^R 3 H^3lt-& rSSl^tLT'b iV>7'J -)VK)V74 ©7V"^^ 

7-f-;i/iiLtlt Mx.lf> 0tii?ik 6 7> ib 1 0O7V-A7;V7'f-;v*75 ? ^lfibtL, 
*#6«jlcii N Wx-lf, 7x^MJi/7>f-;K 1 -7 v 7^;v7.;v7-f 7cl4 2 -7^7 

^;v7 ;u 7 - ;v^75 s #lf tt'S o 

R 2 ^iz/R 3 |-^»ta rsm^^T^ iv»7'i-^^7-f-^*J otMt It 
14, mflBR 1 , R 2 43 J; R 3 ir43lt-2> rg& $ fix i> i v> 7 V - A^J *J It & 1E!fe* 

[0 0 4 1 ] 

R 2 ^it^R 3 l'43it^ rs^^ttr^ iv^7 V -;v7;v*^;v^J ©7'J-jvx;v* 
Ltlt Wx.14*, Rm&6frhl 0 07 U - AXA* — A**«#lf ^ tL, 
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> frlBR 1 > R 2 434tfR 3 KStfa r«!ft$*tT<> J:v^TU-;H6J 
[0 0 4 2] 

R 2 4s4t>'R 3 fcfcit* rfi^£*iT *> 4v>7;v*;i'-f-*SJ ©7;K;vf**J:Lt 
r 1 . r 2 is 4 o*r 3 \,z&if% re&S*i"Cfc 4v>t;v*;vSJ £:fc*tsflMfc3£fc 

[0 0 4 3] 

R 2 4340 f R 3 fcfclt* rg*£*tT& J: v» 7 "7 4 -^SU ©7H^* 

R 2 434tfR 3 t~45&7& r«#l£ftT*> 4v>t;v*;v*>>V7 -f ©f IT 

(4, frfBR 1 , R 2 434r/R 3 [WM^fiX i> 4 7 ^ * ii * 

[0 0 4 4] 

R 2 434U f R 3 fciJtt* TS^^tLTi 4v^T;V^r;i/^;u*-;i/SJ OTH^^M 

Ltli> Wittf, K#^ci*^6WT;v^r;V7.;i/*-;v*7&«^if'btt, 
(4, 0!lxJ4, ?-;i/7>;v*-;K xf;vx;i/*-JK 7*0^^^*-^, 2-7ni£;v 

R 2 4^40 f R 3 K43tt& re^$tLT^> 4v>T;V#;V^^V*-^^J <£>fi3&^i LtJi, 
HiffER 1 % R 2 4540 f R 3 K43t7& rS^^tL-Cb 4V^T;V^;V*J £43*7&fi3k*i L 

[0 0 4 5] 

R 1 % R 2 4s 4 0^ 3 K&tfZ rt^?tLTUv^fn7'J-;vSJ WArnT'J- 

;v % tf v v;k tf 9 ~7;k tT u 5 v ;k tf 0 ;k -fv^ V h V 7 V 

U;K f'J7'7-JK rF^y'JJK -f>K';;W -f5^/[l,2-a]^U^4fcli^ 

y y 7 ? =. fr^ifimf b *l& o 

[0 0 4 6] 

R 1 , R 2 43 4t/ f R 3 \tz&w%> r®&2*v-c& i^Afn7'J -;v^J i~43&7&*&^ 
(1) 

hfbtl&o ) > 

{4, HE**fcttfl"tt*t©ft*»:i*?» 6<7>7;v*;v^a*^f e>*u Hfc:Mfcfi9 

£tt % #);Uf> xf;K 7on°;v % 2-7nt?;K 7^;W ^7 7f;K sec- 7 
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(4) ^nyvg? (08x.ii\ ^y^JK^ JfeRIK^ ^H^-iTttia^^M^^ 
v i tt 7* h * v WW h H& o ) -esm $ ft* T * * fr& (T)V* frUfr t L X 

^t^{i^W^^:i^^4^T;v^;v^^if'b^> S^A^KH'^ #flx.ii\ 

jx^;k /nlf;K 2 - 7°n fcf;v£ fcfiT'-^l'W^if <b*L&o ^fi^ti, 7 

(5) 7)ls^*z/& (®lx.ii\ i&»7/]/3*S'2fe^a t S&iffc*U frb 
4(07)^^^^^mfbfl, SE^*#^^ti. ^h^rv. ^h*v> 7>n*°Jf v^fcli 

(6) /Nn^y^ (fliUif, i&35fMi\ HifJiH^ fctt 3 saSJK^**^ 

£ii7h*^WW bti&o ) -egm^tt^7;v=^rv^ (7;V3^->S|S^{4 



tfktt&o ^Mfcifti-ii. 7 'Jy^^u^Y^'y, Y V y )V*u * Y **y 
, ^ h^v^ F^fA xbdf-y^t h*~> % ^ fy^xfJfy, x-Y 3rv^h *v , ^ 

(7) v7^*, 

(8) ^;v**^r->^ 

H'MWT^n + yi (^Jx.if^ Y* 



(9) 7^3 + y*;^fx;vS (tfflxJ^ >^*? 

jc>^v n 7n*°*v££ti7h*i'WW'b*'L£o ) -e®m$ti-7t*;V7K-;v 

(10) 7;v*;v* (0Ox.MT. .x^;K 7nfc:;K 2-y°u\£)Vttz\f7'^^ 
;i/#tf*^f ib*L*o ) ^ 

a-fctt (ii) ti?titu^7V-;vi (enx.«rMt*8ci oaT«7'j-;v 



if 

*f <bft 

_fcJMfcttfc»±, fllx-tfs xf*, 7"n^, 2-7"ne;K 7^;K ^fv7f 

/K sec-7^;K tert-T^/K ^^f-/u*3fc»±-^* v;v^*#if <b*i£o ) 4fctiT^ 

a*~>3fe (fllxJf. ^*^C1 4 07^3**>** , *if fe*t, *#fi<jl-i4, ^ Y**s, 
[0 0 4 7] 



R 2 isi^R 3 Hisit-I. riKfeS^Tt 



U — ;v 7 ;v ;v^J ©^fnr'J 



R 2 *5J:^R 3 K*5»ta r®^$ttT^J;v^ 



Tt±, ItlfiR 1 . R 2 ££tfR 3 t^ita rffll?^tUv»Afn7V-fl'iJ i-^if 

ttlSE# 2004-3119840 
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^-v : 21/ 



[0 0 4 8] ^ 

R 2 jsii/R 3 Ki3tt<l> rift * iiT i ± v»^f n 7 'J - ^ * - **J ^ r ° 7 
'J-/u*fcb-Ctt, mffiR 1 , R 2 £j:t>*R 3 fc*5tt* ri««*t-cUv^rD7V- 

R 2 ii^R 3 td^tt* r«ft$*tT^> iV»Afn7'J-^*^*-^iJ <^t^^ 
LTt±, HtffBR 1 , R 2 isiCFR 3 r*ft3*tT iv^fnj'J -;v»J fc* 

[0 0 4 9] _ 

R 2 teXZFR 3 tz&tfZ r*^$tLT>b iv^fnr'J -;w**->*J ©^n7'J- 

,ViJ;Uli, fTlBR 1 , R 2 *5J:tfR 3 £33 it* rSft£*LT*> iv^xUTV-** 
it, ttFlBR 1 > R 2 is J; 0 s " R 3 \z&ft& fit ^titU^f n7'J-;HJ £*5»t* 



[ 0 0 5 1 1 , _ . 

r 2 R 3 #iz7R 6 Kislt* rt^?titUv>^g«ATniIJ ^-g-M^fS 

fn^fniit ttli, m*.li> ft*®^ * 1 e> 2 «* u ei:»»i^s^»*ih 



j , ©j&ft^xn-ft**$fe*f <b*u ^ffcfi&Ktt, $IxJ2\ tTn 

[0 0 5 2] _ _ , m4A ,_ , 

R 2 % R 3 i3 i t/R 6 iz&ifZ r«ftS*tr* J:v^SE3ft<&fP^7-n»J OliS^ 

Ktt. WiLlf. xf^, 7nt?;K 2 - -fu M )V% tz\t^^mifimfh tiZo 

(3) ADyy^ («x.tf, 77tif, m^m^ Amw^ttmavnixttifim 

Jfc$»l*fc 4 ©7*3*^*5^*^*^ fctt. ih^rv, 7° 



5V;K :t*-JK :/ntf/K 2 -7"n if fcli^f->Kf* , *»f S>*l£o JMM&fctt, 7 
;vtnW;K ^Jl'tn^fK h>J7JVtn^fJK 2-7Hnxf^ 2, 2- 

ffiSE# 2004-3119840 
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m 



^-v : 22/ 



(4) 7*3*** (0Ox.tf> MT;vn*v*W^f<^ &#ttK:H:&*Sfel*fc 



4 CO T )V 3 V^fr^f tU 

(5) ^ayyUf (19!xJ£, 7?II?> 



(6) vT^i, 

i±it (7) **y*** , W&*i*o 

ritlfe^tL-rt J:v»T^*>H6J 07^*^U^ mlKR 1 >_R 2 

r 6 r^^^ttT^ <tv>7;vdr;v*J <£>W&*£: Ltii, Wx.li 

(1) AD^y^ (08 x.*** 7?*S^ timiS*. ^H^ifctta^tSW 

/u^-nW/K v?7;v*n^?-;v % HJ7;vtD>f^K 2-7;^oxf;K 2, 2- 

(3) 7^a*V* (Wxtf> ttT^3*y*l^lf^, *#»lcttJft«ftl 

(4) ^ («jtii, y^^lR^ SllSf^ ^I^ifctta^IHW 

»7;v^yif«^.. ^^i:iimi^M07;v^yl^ 

IffetL*. *#fl9KI*. s>7*:J-n***5^ ^^Jf^t^ 

(5) ">7yi, 

(8) t;v^V» («*.!*, 7ntf;v, 2-7"n^ifcli7fJ^# 

miE# 2004-3119840 
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^-v: 23/ 



(9) TA'*^^*^^: 



Pn5 /yJS 



tfctt (i o) $mM&M^7-vm& (flitf, a*© 1 ?-* i 2«u ik 

[0 0 5 4] 
[0 0 5 5] 

R 6 K&if& rffi^^tLT^ cfcV^T'J -;v^J JCjSlt^T 1 ; LTii, ffilx.HU 

^#^C6^«b 1 0®<D7 } ) -JVm-tfmf hfl, JMM9KMU 7x-^ 1-^7 



tt, ffiJx.HU fctt*ttJRO^t» 1 * & 4 ©7)U*^^^?) ^ 

fctt, {f!x.lf> xfjv, -7*ntf;K 2 -yn t?;v^ tz^^-^m^mf 

} (3 ) y y w x. hu -7 y n nc^ £*ik^ SkW-^ t »* 3 * aei*^ **** 

\fbti&o ) *fetiT^3 4r">afe (ffiJx.HU fiftT^a + ^Wfe^ JMfcWKtt 
^icl ^"b 4 0 7;V3 4r->*tf*Wb*U 3E£JWfcttfcli, ih+S/, -fu 

«U iilf, jt«4fet±45-3Rtt©ftftT^*^afe****»ffetL, *#ftji~H, ffiJx.HU it 
«£fcli5^K#©&3K8cl A(DT)V^)^^mfbft, JEfc^ffc&fc H, ffilxJf. 

;i/3-n^;K 'J 7 u * f-;W I«V7^tn>f;v, 2, 2- 

(4) 7A,x**/& (-wit if, ®mr;v3^v»^^if *>*u JM*Wfc»±ift*lfcitf»& 

(5) ^uyvm* (ffiIx.HU 7?ftJ!w\ a**?-, ^iiillM * H 3 * 



(ffiix.HU ftftT^3*V***«**f?>*t % ^fltfl9^»i 
l*M07^3*'>*Wf?'^ ^h*^, -xh*~> % 

ffi)x.HU » 7 ;v WW* fetu *#ttc»±lft*fki*»fe4 07^3*">afe* 

»ffc*U jgfc&te&fc^ ffilx-Jf^V*^ -xh*'>. yn^v'itB7b^f->f* 

»fe>*L*o JWfcfl&fctt, 7A/*n^h+->, y7HD^^f->, fij7^tn^*V 

(6) y77i, 

(7) rfl,x**sjjfrtf~fr& («x.lf, lt*Sfcl 4 ©7^3+yi (^£if^b^r 

7^tft)tL*o K ti^fl x. if. ^ b y * ^sK-^ I fix > y * Jl^*'x^f ^ 

\fbtl2> 0 ) > . „^ 

(8) T;v^^ («x.tf> xf;v, ^ntT;v, 2-7'nk;i/ifca7*f W 
^iffb^^o ) -eS^^tLX^ «tv^;w^>f (^#:^icii. ^ ;w^-f 

ffiSE# 2004-3119840 
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i- s s: 24/ 



ti/t& «tv^T 5 (JMMSfctt- ^W?A xw?y, ^"n tf;i/7 5 J t tzit 

(i o) ^urym* (wz.tf. 7 vmm.^ttz&m.mj&^&^fbtiZo ) -cutas 

-7^U7i-^ 2, 3-v7WD7x-iK 3, 5-v7J^D7x-)K 2- 

^nn-7.x — ;k 3 -^on7i- ;i/$fcli4 — ^nn? * — /Kf^W^if ?»*l*o ) > 
(1 1) ^yfllg^T-S&StLTfc J:^->^Q7^^ (JMfcWfctt, •>7D7'nH> 



(12) 7y ^tUC^T? 



n 7'n t!;v*^*x;i/, 2 - 7 ;w * n ~> * n 7 n e ;v * ;v 4? — ;v £ iz it ! s 7 n -f*$- ;v * ;v 

(13) * 

(14) ^'Jy-;V: 

(15) Vf^V V^V 
(16 ) -t/u* V — ^ 

(17) tf^v-jv 

(18) j*^V>v**v. 

Sfcli (19) V^^^^rv^^tf btl&o 

ttz, r 6 resists & iv>7'j iw^Jt&itiftafetii^ fria^^ 

[0 0 5 6] 

R 6 £*5»}& rS^^ttT^) «tv^e-;u*J commStLTti, (1) ( 
(2) 7^*^ 



(00 x. it , 



£WU ix.lt >^;K ^?-/K 7"nt>, 2 -7*0 tfJi'S ^ti7^;v^**^f <btLS e 

- 1 -7°w<-)\'ttz\±2 -jruu—\ -7°w<=.)\s^-h^\fbti2> 0 
[0 0 5 7] 

J3&t& rtt ^ tit ^ i v^r □ 7 'J - ;v£J £|sI»tr&&o 
r 4 isitFR 5 nfctt* rs&StiT & iv>7;v^;v^J <^7^ ;i rJvStL-cii, ®)x. 

7nfcf;w 2-7nt?;K 7^;l/^^#lf t> *t& 0 

jltf (1) (2) ad^vI?- (fl)x.wr> 7vM&3-> MMUl-. 3 

SSJK^jWlf fcftSo ) > (3) 7^3 + ~>l (ix.i^ h*~>> xh^fy, 7n*° 

T'h+^Pf^Wo ) . ttzit (4) *^#*5/**#**f fer*U 
iifijkft v;V:tn^JK v'7^n^fJK f'J7;vtn>f;K 2-7;^oxf 
/^-7;v^-n^-f-;v, tKn^f'^f ;< h 3f -> ;* -f- ;K -x h *-JK 

R 4 is«tt/R 5 r7JV3v^f*^**-^^^^*J OTX'a**/***-**: 

Lt(4. ^ h^i/*^*^ xb^VAWx^, 7n^^rv*;v^^;i/, >f 

V7-n *°ify*;i/^;K 7 h * -> * ;V ;V i it tert- 7 h * 9 s * ^ # — &&&& W 
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^L^> o 

[0 0 5 8] 

A (I) 

[0 0 5 9] 

[ft 6] 




(1) 



-NH 2 



(H) 



-NH 2 



[ 0 0 6 2 1 

° R 7 jSilFR 8 CiStf* [It^fltU^T^n^yiJ Ot»*fc Itli, tftlBR 

r 7 \,z&fth re^^^-cb J^r^/UfcJ oem^tLTte. 

(1) tK^*, 

(2) rsy 

(3) v T ^ «r ^- 

(4) ,M3^jDSt^ 7«;» JISK^Sfctta**]*!***' 
^ % mfE#2 0 0 4 -3 1 1 9 8 4 0 
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i—y: 26/ 



(6) &T<0(aK (bK (c), (dK * tzliie) WfivfrX~m&2 tLT <> J: v*T 5 y 
KW\ ^f;K yntf;i/ % 2 -7*0 tf*4;fctt , /f-/Hf* t S*»f hti&o 

(*#ttfci±, ^f;i/75/, j-f^7?A vyf-;vT5y, yxw^y, 

•x.f-;v#;V*K-;l'7 5 J Z »4 ^ > > * * * — ^7 5 y l^^pif £>*L&o ) ^ 

*fcf± (7) MM^rnfi (00*. If, MM^&ltf^fltfU Jgfc***^ 

[0 0 6 4] 

(2) 7;vn^">i Wit^f^y, xb^fy, 7n^->S *~>*rt^r ^> 
(3) t;v^;v* (#flx.(;ry^;K j^;k 7n t^vifcti 2 -7n tf;vW^f 

[0 0 6 5] 

r 7 jsitKR 8 nKfeSftf & iv^77;v^;^J tt* ItffiR *iWR K 

[0 0 6 6] 

Kti. x.?-;k 7n f;K 2 -7n tffrt 1z\±71-fr*Mfim\J htiZo 

(2) 7/u*>ua («x.H\ ®m 7 ^ * ;v # W <b *u 

(4) t;v^;v^;v*-;^ (08x.if> Kiti^e)4©7;^J^^-^S^f?) 
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^-vl 27/ 



(-W*.«r, >f->K if*', tf;i/f fc{±2 -yn tfji^) fHI $ ttT fc J; < , 

mm* ^kSh^±^ 2 -oc7> r ;v * ^s^tt-fr t t , mm * * ^mmw^ t * k ~> ? a 

[0 0 6 7] 

[0 0 6 8] m „ 

MfcJWfcttfc^ $lxJ4\ *?->K fJK 2 - 7 n fcf ;v £ 

[0 0 6 9] 

R 7 ^it^R 8 7& s 21H#^i-Si:il4l^-t^«. *fc*jfe*±fc*of J:v\, 
[0 0 7 0] 

[0 0 7 1] 

R 9 ioitFR 1 5 J^iStt* r^O^^JR^J h LT{4#UxJ4\ 7?*If, 

i^:li3^ 3RJR^**^tf ft* o 
[0 0 7 2] ^ ^ 

ibttSo >f;vx;v*-;K 
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28/ 



[0 0 7 3] 



T)V*r IV. 



_ e> *l, \z \U 00 x. if. EM * ^ 1 * *=> 6 o T 

jv^^^lffctU J|t*#ttfct±. if*, 
fcf/K /fy/f;K sec-7f;K tert-T^K ** 14^*2/ 



jm*!& k « x. if\ mm t tz \±frWfc<OBkm%i i^4w* & *u k 

#0xJf> *f-/K xf;K rntf/K 2-7 , n^ifcli^f/i'W»f 
btiZo ) wmfhfL, 7**-em*-A\ v7;v*n^f-;v, f'J7;vtn 

[0 0 7 4] ^ ^ 

r 9 fcitfR 1 5 P*»t* ry^°7;v^;HJ £: LTIi, Wx.tf&£Bc3 1 0 <£> 

^n^>f-;v, ~>^n^dr~>;K ->^nA^f^ T £14^ 
[0 0 7 5] 

R 9 jsilFR 1 5 rr^n^rv&J t Ltli, 08x.if. MH^4©7^ 

* '> £ tt f h * ~>^#^if & *L& o 

R 9 ioit^R 1 5 Kfclta r;\a7^3 + ->»J tLti^ ^n^^lgf (#!]x.if> 7 
•y*JK^ mSIE^ Jft3RE^*fctt3 7*E^**^f^ttSo ) S 7 * a 

tfcli^n^^y, 7h*v^7& s ^if fettSo ) * s *lfbtL, JMW&fcli. 7;v*n^ h 

[0 0 7 6] 

R 9 Visits m*l**fC iv>7 5 WlIitLT}^ 7/U*** ($ix.if. 

Hilt fclia^R^o^ESkl^fe^OT^^aW^tfe*^ JE^*#«Jt=»±. 01*- If 
**-/K if*, ynf;K 2-7ot?;i/£ fc{47*f fbft&o ) wmfbti 
io rsil^ttT^ J:v>75^*J O^tLtli, 0fx.lf, 757. ;><f-;v75y, 
-^^ ;l/7 , y> ifjvy?;, y xf ;v 7 ^ y ^ |± 7" n H° ;v 7 5 / f if ^ ti^ o 

x. i=r, 7 * * ;ng m x tf. em * \±ftmk<oimwL ifrb4<DTfr* frmm&mf h 

fi y JEfc*fcftfcti, 08x.ii. >f-*. 7*n 2-70^^^:1^^ 

, 0!lx.if\ #/W**-fAs * f- JU iJ 4 *> yVf^A^'fJK jLj-jUjA"** 

[0 0 7 7] 

r 9 t-jstfa rr*3*^**#-**J t fcii, ^Jxifs Rlii^b4©7;^ 

tut 2 -7n if ;V ^- -> ^ — ;v^^^if b ti&o ) . 

Tii. fijR7;v^;v*)i/*-^W *frfl& c i±lft*lk l 4 ©7MW^ 
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^-v! 29/ 



^lf<b*L, .MW'H, h 'J 7 ^ t a ^ f ^ * ;V**^ ^ i li^ ^ ^ 7 ;v t n xf ;!/ * ;l/ 

&*n>& (0iJx.HT, y^a7nf;K y^n^fJK u^y?-)VZ. tzltis ? v 
;v^75^lf hti&o ) X-m.^f^tzfi^^-)^'h t mfhMo H0O x. HT, 

o^u(f;i/*;v**-;v, •>^n7 , fjW)^'-;K n > ;v # ;v sK - ;i/ , 

[0 0 7 8] 

r 9 fc£H-& r®&£*i-cfc iv»7'J -;i^J K&H-&7U LTH, 0Ox.HT, 

0tlfik6^ib 1 01©7'J -;l/»#^tf <bti, JWfcHjfcMu 0!)x.HT, 7x-;K l-*? 

f-;u£ fcH2 - i- y )v*gtfmf bti&o 

[0 0 7 9] 

(1) ^nyvgf (Go*. if, 7 y ig^ , mmwi^ ^m^ttzitzymm^mtfm 

(2) Tfr*)Vm (0flx.H\ Itilf tz!,±%-titfk<D{&,m.7 fr&^mf hit, g;fom^ 

h, 0ox.Hr, m&ztzitfr&tii<v8zmmi frh 4 <D7 )v*)v&m*mfbti, hkjm£#j 

KH, 0Jx.tf, ff-)\>, 7°nif;v, 2 -7°u\£)\s$ tzity^- )V^mf htt&o 
) , 

(3) ^nyvl?- (0Ox.HT, 7ySfJR^ &*JK3\ IfJS?l/;li3 7iHWf 
IfbtL&o ) l/:li7^^yi (0iJx.HT, fi|7)l'^>/if#|lff.ii, JlflqftKH 
R*m^4 07;va^>*j^W<b*U MK^IW'H, ^b*^, •x-h^v', 7° 

H, 0«x.H\ Itilt^H^^co^T^^^^^tf ?>tt, JL#tfH~H, 09x.Hr, It 

m % tz nfrtiiVio §tm$k 4<D7fr* )vmm*mf h *l, m k h , 09 x. 

ji/tn^f;K y7Wn^fjV, f'J7^tn^f;K 2-7JV*nxfA' > 2, 2- 

(4) 7;V3*vi (0SX.HT, 

(5) ^n^/I? (0!lx.HT, 7?*!?, ^M?-, Jl*]^^* fctta ^K^^tf*^ 

If'bfr&o ) ifctt7^adf">afe (0OX.HT, ft|i7;^dryi^f}f <b*L, JM£|$KH 

^yj;:li7h%vf55W^W 0 ) 7 /l' 3*^36 (7;V3 * S'ffl&Hi 

00 x. if, 4SM 7 3 * v J <b *U K H^ic 1 <b 4 <Z> 7 ;v a * -> 

IffctU JEtc*#B9t-tt. 0flx.HT> h^rv, ih*->, 7n,f ^y t ?tli7>^y W 

tffc*L*o ^##}&CH, 7;i/*n^ y7;^n^f^y, b'J7^*n^ h#*> 

*y?uj£*i/t tz\$z- Y^r-yy'u^^-y^mf hft&o ) , 

(6) y77l, 

(7) * =f- V V *J * *y , 

4fc»± (8) if- l/>yt*y#W £*t& 0 
[0 0 8 0] 

H, 00 x. ff mmW^ mnK^&ZV&XK^frbMKft&^r-uBL^i: 1 «Ja± (00 x. 
ffl^V^L4'(®) *-&tr 5 *V>L 6 Jl, lit tzkt^M^^m^W h tL, $f^L<H5 

;v, tf^y-ij^, t?'js>;K tTU^^-^, if7y-K n°'j^v-;v, f-i-;v 

2004-31 19840 



#12003-396242 
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(2) tW^S Mill EaiSfcti^tt^ofiftT^*^*****^^^ ,Mfcttfc 
fctt, ^x.il 2-ynt?;K "T^K ^V/fJW sec-7 

(3) nny>l? (flflxJl 7y|JI^ ■fiStlSTx ifclia-?*^^ 

;v*nW;K i;7;v*o^^> b'J7;v*n^f ;v, 2-7)VtnifJK 2, 2- 
(5) ^n^H?- («x.H 7 7», m#M^-> mSftfcliaf^SW* 

ffil tl tl i&mr v^n^W h *u k i^4W3* 

f fctt (6) ->7Vafc**«*Mf&*i<*« 

RMcLti TCi - 3 T)V^vy^t^ s ym\ t Ltti flx.tK f-v^**^ 

R 1 0 frc*3^^> r^D7;^^J fcLTtl ItflSR 9 isit/R 1 5 fcfctt* ^D7 

r 1 0 rv^nr/w^^J tLTH ItrlSR 9 isi^R 1 5 fcfctfS IV* 

D7M;HJ LTfl^Lfc&OtfWfkft&o 

~>^J £ LTfl7FLrt:& ibtt&o , 

R 1 0 fcistta rAn7^3*y*J fct-Ci±> MER 9 ^i^R 1 5 fcfctt* r^n 

[0 0 8 4] 
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Rc^^tta nnfc**trt> iv>7;v*;v&j > rflHft^tt-cfe j:v^t^3*">36J ^ 

-TtLtrlBR 1 > R 2 &££>*R 3 tc*3tt^> $ KX i T )V * ;v*J , rg&Sft-C 



(1) 



(2) —COR 1 7 

(3) -COO-CR 1 8 (R 1 9 )-OCOR 2 0 

(4) -CO OR 2 1 

[5£<K R 1 7 ttTfc&K^, Ci - 6 7^^riV*> Sfctitajxtf, Ci - 4 T)V*)V^ 
Ci _ 4 7;vndrv^ t tz\t^u^>W>=f- (#!lx.f£, 7 7|g?-, tfH&K^ rft^JK 1 ?- 

jv^^^i-o R 2 0 nt**®^. Ci-6 7^;^ 7x^ifciit7f^S»07 

LT, R 1 8 a****^"?* «K R 1 9 d***]*^ ^f^ifcliif)H?*»), R 2 0 

<oXmkt%>Z. J. Med. Chem. 35, 4727 (1992) £ J: OTO 01/40180 

m o -fuYyysnt, KJI|#j£ 1 9 9 0 ^flj rE*D n qOWS& »73£ ^T-^tf 

J Hi 6 3K*?>*1 9 8 JOwfMRS*L"CV>a J:? 4, &:SW*f1 1 ^©ffr&*fcJ5ft"*" 



*^>b*8l vv^m 7^;vm&> 



[0 0 8 5] 



[0 0 8 6] 

Mb 8] 




[0 0 8 7] 



[0 0 8 8] 
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[0 0 8 9] 
[0 0 9 0] 

Hb9] 

H 3 C x ,T 

i T>- y - nh 2 

R 4 

ttft* R 6 Y -NH 2 R 2 R 4 g$* R 6 Y-NH 2 R 2 R 4 

1 hb HQ H CH 3 14 [V) HQ H ch 3 

IMH 2 ' ^-^ NH 2 

|-nh nh 2 H H 15 ^ j-Q h CH 3 



2 i 




3 HQ H CH 3 16 Vv hO CH3 CH3 

NH 2 ' ^ NH 2 

4 ^ hQ H CH 3 n K> -3 CH 3 CH 2 



NH 2 

nc a 



HQ HQ h CH3«> HQ HQ cp 3 h 



NH 2 

Br 



6 



K> HQ H H 19 |_X j"Q CF 3 H 



NH 2 1 ^— \ NH 2 

CI 



7 k hO H H 20 hQ CH 3 CF 3 




8 



X NH 2 NHs 

KJ HQ h h 21 H% H CF3 



NH 2 

Br 




lq H h 22 l>- ! rQ CF 3 h 

10 hrf HQ H H 23 ^> HQ^ cn h 

NH 2 

11 |0-chQ H H 24 l> hq H CH 3 C(0)H 



NH 2 a NH * 



12 HO CH 3 H 25 K> hQ h 

nh 2 a NH * 

13 hh K> CH 3 h 26 hQ CH 3 CH ^ H 

' ^ P NH 2 F NH 2 



[0 0 9 1] 
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Hfcl 0] 



H 3 c 



r 1 



R 



R' 



R 



27 




28 



29 



ci 
ci 



CH3CH2 



(CH 3 ) 2 CH 



40 



41 



42 



ci 




a 




CH 3 OC(0) 



CH 3 CH 2 OC(0) 
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R 3 0 ^Cb z?)*^, (tt&tfj. Am. Chem. Soc. 85, 2149 (1963), Tetrahedr 

on Lett. 41, 3029 (2000) & «fc ^Tetrahedron Lett. 36, 8677 (1995)!$) KffilftSJLfc 

Mikmtmn%iomz£^x^ n&m (1-1 5) fr.t>{t&® (1-1 6) zmfc-tzz. 

9) IS 9 

■%M J. Org. Chem. 61, 215 (1996), J. Org. Chem. 61, 9437 (1996) £«fc 

i^J. Org. Chem. 59, 6147 (1994)#) KKttS tLfc«j6ffi fc |WI# & # j£ K «fc o T, ft^ 
% (1-16) (1-1 7) Sr$Siti--5Cli:^t?i^ 0 

[0 115] 
MS 2 

* (I) T?flS*iMfc^% 5* (2-3) fcittf* (2-4) ^stia^-s- 

4 ti-e- Olli, #J £ {£ Tffi Jet o tit 3 o 

[0 1 16] 
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Kb 2 7] 



R 40 O 




(1-15) 



NHR 



O 

O R 50 



r 



N 



N 

(2-1) 



•NHR 



30 



X?12 



O 



O R (2-2) 



NHR 



30 



3 



O R 50 



R' 



r 

N 

>-Y NH 2 

N 

(2-3) 



4 



>6 



NC 



NH 2 



R 50 (2-4) 



[ 



R 3 0 , R 4 0 £ J: R 5 0 fi, jRjfffi l |W|iftT«fc ij , R 6 & J; t/Y t±> 

i] SB«fcHSre*3 0 3 

1) 1*11 

) frbit&m (2-1) £fcj&*-?£a 0 

2) X3I2 

(Wx.!^ Heterocycles 53, 797 (2000), Bioorg. Med. Chem. Lett. 7, 739 (19 
97) is X ZFOrg. Prep. Proced. Int. 26, 429 (1994) m lCfE« $ tLlzWk1j& t mW. 
ftJifeCloT, ft-frlfo (2-1) *»5,-fk-Mfc (2-2) *«jf^Sifc**-CS*o 

*Iftiv>T, *b£-W (2-2) <Z> B o c ftPftfiMR $ fitzik&m (2-3) 
L7t^^j;{i, (#Jx.i£Protective Groups in Organic Synthesis 2nd Edition (Jo 

hn Wiley & Sons, Inc.)* if) fcBttS JLTV^^f i ITO&^ftfc <t oT, ( 
2-3) frhlt&m (2-2) £iu&*-T?#* 0 

3) X*§3 

«iftifel K*»t*XS8 t9B«$*L7t«jt*fei:m#35:^rfetJ:oT, ffrfrifc (2-2) 
frhtt&m (2-3) MfSitWlJo 

4) X«4 

(WAtf, Tetrahedron Lett 38, 1241 (1997) & J: CfSynth. Commun. 22, 2811 (1 
992)#) CB«S*Lfc«jS^Ftfefcra«4r^ttic ioT. fb£-^ (2-2) frhit&m (2 
-4) S t £ a „ 

*IgC^V^, (2-4) ^R 3 0 T?fitK$*Lfc5ft 

[0 117] 
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[ft 2 8 ] 




NHR 



30 



se«tiii^T^^, 0 ] -c3g£*i&ft^% (2-5) tftkj&Ltzm&tzu, m&mnzte 
vz>jLm.% ^m^titzmmmtmm^^-mK x^x, ft^-% (2-5) ^Mfc^t/ (2 

-4) ZMtHI-ZZ ktfx%2> 0 
[0 118] 

^ (i) -cstst^ft^o?*,, ^ 0-4) x-mzti&it&!®j$tii±?<Dm.i±, m 

x. if TIB Ksfi $ *l& ^fe G~ <£ TM?t $ *l* o 
[0 119] 
[ft 2 9] 




R 



60 



NHR 30 



(3-1) 



R 40 O 



d-15) 




NHR 



30 



(3-2) 




NHR 



30 



HO 




(3-3) 



6 R 50 



(3-4) 



R 3 0 > R 4 0 fc-fctfR 5 0 14, »*&liB«tra«|-C*»), R 6 ^iCTYtt, 

a [1] x 3 it, mmm &mm^, m.mm*. 

r 6 0 fa, 3i [1] fem^R 1 rmmztixb x^t^*^ 

Dlgi 

ft^» (3-2) *± % Tfts&mm*. ttato^r, ft-g-% (1-1 5) £ft>s-% (3 

-1) £££ 19 SiTf & £ t £ £ o ft-^ (3-1) O^fflfii: LT 

fi> Vi&m (1-1 5) e«-Lrain-3aa:ogeH*»e»a^$tL4 0 igst ltii, 
m x. ott^ * y (jstm* v * a , mm-r b y 9a, ^m*** vv&ttz \igtm&m 

IlOffflfitLttt, ft<£4& (1-1 5) Lii# 1 ~ 5 MSJtfiDiEHtf* 

1 o*c~^i 0 oTKQmmfrhmiR-rzz. ta>*x*%z 0 

2) IS2 
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frbik&m (3-3) Mt^iH J tl^o 

3) urn 3 

mmm urn 8 Kmm $ titzmmm t mm&ismz * o t, it&m ( 3 - 3 ) * 
hit&m (3-4) tiw^H j t^o 
[0120] 

^ (i) ■?&.*frz>vc&m<o 3 )%* 1$: (4-1) T?^$^*-fk^-<fet7tn-e-^Jfitt. tf!) 
[0121] 

[ft 3 0] 




3?a«fcra«n?*«9. r 6 jsitFYii, a [1] mmtmrnx^^o ] 

1) 181 

lili£l £ It & lig 8 nffi«$^^?*t|si^*^atcj;o-r,'fl:^%(3 - 2)* 

"bft-a-% (4-1) * swr* a ci t^-eiSo 
[0122] 

3$; (I) T^sttsft^-* 5£ (5-3) -eatSfL-Mfc-a** fcfi-eo^ti, ^ 

[0 12 3] 
[ft 3 1] 




[5£tK r 3 0 tsxvR 5 0 it, m&&imm.tmm-?&io, r 6 5 ® [1] ib«o 

, r 6 *5j;^Y{±, m [1] iB«*:HSi-c**o ] 
1) igi 

bit^m (5-2) *jRjit4Ci:#tS5. 

aiSE# 2004-3119840 



#M 2003-396242 v : 52/ 



2) am 2 

mm&l tc*tt4XS8 ^HB«$tLjt«jtfefcra«*^ffi^J:oT, <b£-#(5- 2)#> 

"Mb£-% (5-3) ^KiltS^Wiio 
[0 12 4] 

§ca|r'££ 6 

5£(I)T-*£*L&>fb£-t>0 7 5* (6-3) X~m2tl&4k&W* tz&ZOi&kt^ m*. 
if TIE § tLS t J: o T «jt $ tLS o 
[0 12 5] 
Mb 3 2] 




|f|a-e*>9. R 8 0 R 7 0 NC (0) «\ m [13 IB«<^R 2 isi^R 3 fciitt* l"fit& 
£*iTTfc iv>*;w^^ ;i/^J &3£U R 6 J3 J: 1>'Y M [1] 15«fcra*|t?*ao ] 

1) Ifil 

Ifcfifc G^IxJi^ Comprehensive Organic transformation, R. C. yziy?^, VCH publ 
isher Inc., 972-976 (1989) 30 fc|B*$ tltzM&%& £ mMtt&K X oT, 
(3-3) frbfc&m (6-2) * * i 5&*-C § * o 

2 ) ZC^M 2 

*i£fe li:*^SIS8 WE* 3 ftfctBIft fc Rl^^ifeK J: o T , <b^% ( 6 - 2 ) 

hik&m (6-3) Srnati-^it^-csso 

[0 12 6] 

& (i) -e^$tL-g>>fb^o^ 3* (7-4) -e^tLMfr&^Sfctt^offltt, ®l£ 

[0 12 7] 
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[fk3 3] 




R 3 0 isir/R 5 0 (±, SliftfellBtttRltt-C**}, R 6 0 «±, »Uiife3B**: 
K**U C (O) R 9 0 (is $1 [ 1 ] IBmoR 2 iSil^R 3 tLXmZtiZ l~m$l£*L 

Tfc J^r^^a/usi?— /HfcJ , ra& $ fix & <fc v> r o ^ ;i/^J , rs&StL 
tUv^to7'J-;^;v*-;HJ R 6 *3 £ CPY Ji, £ [1] siRfcRHl-e 

& •?> o ] 

1) Ijgl~Ig2 

^tUt <Mz.\i* Bioorg. Med. Chem. Lett. 11, 2951 (2001), Tetrahedron Letters 42 
, 8955 (2001) > Synthesis 1852 (2000), Organic Letters 2, 4091 (2000), Tetrahedro 
n Letters 42, 5609 (2001), Synthesis 2239 (2001), Synlett 5, 715 (2002), J. Org. 
Chem. 67, 5032 (2002), Bioorg. Med. Chem. Lett. 11, 287 (2001) i3 X tFTetrahedron 
Letters 42, 3763 (2001)30 KB* 3 titi&m&t IW&^ftK X o T , fls£4fe (3- 
3) frbit&yo (7-3) t^tli, (7-2) (i, 7fTB£n a n£ffiV> 

£§Mi#fltffi ( b *ft¥&m. %m)2 5m^^mmztittm~x^xnm.-f& - 

2) I«3 

Miii* 1 K is »t * Ig 8 KB* 5 ftfcSHiS; kHft^ftti^T, lt-» ( 7 - 3 ) * 
Mb-fr* (7-4) tSIt^^^t^o 
[0 12 8] 

^ (i) -e^stiMb^tw? *>, (8-5) T-ft^tL^^t/t fc{±-e-^mt±, m 

x.»dTTBK^$*LS^ftKJ:or«jS$tL* 0 
[0 12 9] 
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[ft 3 4] 




(3-2) 



NHR 



30 



1 




(8-1) 



NHR 



30 



XfS2 




R 



100 



.OH 



NHR 



30 



(8-3) 



(8-2) 



R 



100 




NHR 



30 



(8-4) 




R 



100 



.O R 



(8-5) 



3fB«tra«T*«j, r 1 0 0 oii, « en %m<DR 2 ssxxfR 3 tLxmztiz r 

**v*J Sfcli rS3££tLTfc i^7^3^yiJ *f£U R 6 ^i^Yti, 31 [1] 

1) Igl 

Ciot, 4fc£-% (3-2) -frh\Y&m (8-1) trfijt-rSifc^^io 

2 ) IS 2 

£#ft^*& ( a *ft^£rak %m) \ 9mm~mm2titzMi!k&tmMtt8;K£vx 

, ffc^-ft (8-1) frh^m (8-2) £ JRjti" £ £ 1 7& ? -e § & 0 

3 ) ICS 3 

, ft^-ft (8-2) *Mfr£J» (8-4) * Mr* * £ £ 3 „ 

4) xm 4 

Mfr&W (8-5) t^-C#S = 

[0 13 0] 

* (I) -cft$tL^,<b^%^9*)> 5£ (9-6) T*3ft*ffr6-W*fcH:*©ani, ffil 

[0 13 1] 
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Mb 3 5] 



R 



6 



U y-Y NHR 

(1-12) 



30 



>6 



o 



(9-2) 



R 



,110 



(9-5) 



NHR 



30 



30 



6 



l^N 



NHR 



30 



110 



SnBu 3 



(9-3) 



Xg3 



X*§5 R 



:§2 



(9-1) 
H 2 N'^%r' N 



>6 



R 



110 



N 



(9-4) 



6 



110 ^^-N 



NH 2 



(9-6) 



NHR 



30 



XS4 



[5ft*. R 2 0 *5«fc^R 3 0 14, «$68cl|B*i:ra*n?*>tK R 1 1 0 It, & [ 1 ] ffi_ 

1) in 

^<Mfc£-% (9-1) a c 

2) 1312 

»jtffi2t^»t*XS2t=gE«§fL7t»ittefcra^^tJ:-oT, (9-1) 
frbit&ty (9-2) «r Rati" & i 1 1)*X § £ o 

3) 1*13-4 

JZfflt («£lf, Chem. Pharm. Bull. 44, 288 (1996), J. Med. Chem. 34, 778 (1991) 
*3 X ^Tetrahedron 49, 557 (1993)30 fcK«$ ra#4*fttc «£ oT. ffc£- 
% (9-2) frfcffrfr* (9-5) illjinti^lS,, I8 3WTIi, 

Chem. Rev. 103, 1979 (2003) *5 J: tfChem. Rev. 103, 1875 (2003)^) K 

4) I® 5 

aafiSc ici if z ig 8 hib*$ niz9k&m ^«»aoT, ( 9 - 5 ) 

hit&m 0-6) *s^t^it^Ti4 0 

10 13 2] 

SB&ftl 0 

5ft (I) -C3ES*L*'ffc£-*&<0-5*^ 5ft (10-3) „ 5ft (10-6) jsit^ft (10- 

8) xm^ft^it^mttz\t^<om.\t, mjLitTmzm-ziizjjmzx-oxmmztiz,, 

[0 13 31 
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Ut3 6] 



6 



o ^ R 



R 120 — X s 



■NHR 30 



(10-1) R '2° 



o 

(1 0-4) 
R 130 O 



0-5) 
OR 130 



1*1 3 



R 



6 



(10-5) 



X85 



O 



,110 



(10-7) 



N 
I 




R 120 >. 



Ill r 110-^x^-n 

(10-2) 



NHR 



30 



2 R 



110 




N 



NHR 



30 




NHR 



30 



:@6 



R 130 O. 



R 



110 



(1 0-6) 



N 

(10-3) 



>— Y NH 2 





[5*;*, R 3 0 li, ««ttlE*fcra«T*0, R 1 2 0 tt, yntr^ 
, tfcti2-^ntf^Sr^u R 1 3 0 it, * f-fri fzi±^?-)U*mU X 5 is i TO 6 

&m9mf&tmmx$>*), r 6 ^.tcrna, « [i] mmtmmx$>z> 0 1 

1) igi 

®£ifc 3 K £ It * Ig 1 fc|B« $ tLTkttiift t irg&fc ife K <fc o T , ft-g-ifc ( 9 - 5 ) * 
bitted (10-2) * HHT*- * £ j&i-C £ * o 

2) in 2 

a* h it&m (10-3) *mj&-f& it#ti4„ 

3) 183 

3 k&u- axg 1 kiib*s tLTt^s t mm^mz x t , ( 9 - 5 ) #> 

t>lk&%d (10-5) *«3ti-*£fc*»-e§* 0 

4) If 4 

^ h (10-6) ittjfei-sitT^-c^So 

5) 1^5 

frfc-fb-fr* (10-7) *»jit4if:**-ei*o 

6) If 6 

SHtifcl fc*J»t*X|18 KIB«3:Kfc|&j6ftfcra«&;£ifcfc ioT, fl^tKl 0-7) 
* h (10-8) ZM&ir & Z ttfX- £ Z> o 

[0 13 4] 
Mattel 1 

5fc (I) X-mZtlZlt&mVT**, 5$ (1 1-3) T?&$ft&ft£^ifc|±*<0:!SM\ W 
x. { fT I B 7F £ & ^ & K X -o X Wt £ fi & o 
[0 13 5] 
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lit 3 7) 




{ V-Y NHR 



30 




(11-2) 



I II h-y NHR 30 IS2 



R 




R 3 0 fi> Ut&& 1 mm t® R 1 4 0 R 1 5 0 NC (O) »±, A [1 

6 ^itrYW, a [i] lamtitg^-e&So ] 

1) iii 

frhft&m (i 1-2) tistsci^iSo 

2) Ig2 

^ h it&W (ii-3) ^Silts:^ti5o 

[0 13 6] 

Riiftl 2 

* (I) "C^S^Mb^^? s£ (1 2-4) -cJtSttMfc^S fctt*0:fflM\ 
#1 x. i4TI2^ $ *LS Urn K 4 o $ ii* o 



*U C (0) R 1 6 0 f4. 3S [1] IfiftcoR 1 % R 2 \Z&Vr2> nttfeSttr 

Uv»7;i/*^J ©fMJ: LT^£*L.5> r«& 3 *LT J: v» 7" n >f /U*J ^3 «t T* 

u > ss*. r 3 0 mmtikiwzmtmmx&iQ^ r 6 ^.tanni. g [1] 

IBtfct [WJi|-c£>£ 0 ] 
1 ) Ig 1 ~Ig 2 

10-7) frhik&m (1 2-3) ^litt^rt^-CHo -fb-» (12-2) {4. "HT 

*js-r ^ 1 1 a*-? § & o 



[0 13 7] 
Mb 3 8] 
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58/ 



2) Ii3 

sass&i K^n^>j:ms Km®.2titzWi&mtfflffi%i3&fc£or, fc&wa 2-3) 

frhit&m (12-4) ^S^iH ? t^ 0 
[0 13 8] 

igc-jag; 1 3 

33; (i) x-mzP'&ik&ywi t»x 5£ (1 3-5) T-^sftMb^t^ fcte-e^ii. 

®I x. {fTlElc^ $ ti& fife i:±o TMit $ ti& o 
[0 13 9] 
Hb3 9] 

6 R 170 -X 7 




R< 



6 



^" R' X- 0 R 

n ort (13-1) 170 n kj 

/V-Y NHR R s N\Vv 

Xfl1 R 40 O^J^JLff Y 



d-15) 




R (13-2) 



NHR 



30 



X?I2 




(13-3) 



NHR 



30 



XfS3 




(13-4) 



NHR 



30 



X*I4 




(13-5) 



NH 2 



[sS*. R 3 0 v R 4 0 ioitfR 5 0 (±> §!B£&lfSmt|W]«-e&tK R 1 7 0 f3\ 31 [ 

0 7J^;HJ X 7 (±, Mm& (Mx.«£. III?, m^Mi 1 . ^^^v*- 

#) £gcU R 6 ^Ji^Yte, ^ [1] ia«t|Wl«T^^o ] 

1) Igl 

jfrMfr&W (13-2) £g£ii-&-£tf*-C#£o 

2) It 2 

mmmi iz^^^iimdizmn^fttzmmmtmm^mKXox^ it&ma 3-2) 

frbit&m (13-3) *»St4ii:#T?li. 

3) It3 

) (13-4) 

4) lH 4 

) frtbik&yg (13-5) *3H8c1-& 
#iefcisv>-c, ft-^* (1 3-5) t5 ? r 3 0 t?«k$*l^ 

[0 14 0] 



(13-3 



(13-4 
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lit 4 0 ] 




NHR 



30 



(13-6) 



[Sf, R 3 0 *3it/R 5 0 fi, Sl3tfelEttfcra«|t?abi), R 1 7 0 (i, M^ife 1 3 IB 

R 6 isX&Yii, m [1] Ktti: |bJ«T~&& 0 ] X-mZiiZit&M ( 
13-6) T^/ftL*:^^;*, muk&l fc*5»t*I*18 fciBtt$*ifc«ii&fclTOfc:fr 
fetCioT, (13-6) frfcffc'frfc (13-5) **it-t-4tt*«-C§*o 

[0141] 
M^&l 4 

(I) ■C&Srt.affrfrfc©}^ (14-5) jsi^ (14-7) TrR^ftMb 
4 tt Olli , #!i x JfTfB Ktf $ tt& Cio T Mat £ o 
[0 14 2] 
Kb 4 1] 

6 



R n'^t" n 

•NHR 30 AJL nj >_Y 

R 50 R 60 

(13-3) (14-1) 




1 



H 2 N 



•NHR 30 



Xfl2 



170 




NHR 



R 180_ Q 1_ M 3 

(14-3) 
Xff3 



R 5 °(14-2) 



R 



180 — Q 



1 



XX 



r 



R 



170 



N 



R 



N 

(14-4) 



NHR 



30 



4 R 



180 --Q 1 




I 



R 



170 



180 ^-Q 




R 



170 



NHR 



30 



6 



180 ~-Q 



NH 2 




NH 2 



[:*«K R 3 0 ^^R 5 0 fi> M^i£lfemt|WI«-e^i9, R 1 7 0 fi> SiBiS 1 3 IB 

mtmm-e&K)^ r 6 &£zfyh, m ci] tamt iwj«t?^> . r 1 8 0 -q 1 t±, ^ [ 
„ r 1 8 ° -q 2 wt, ^ [i] ism^R 2 &£v?R 3 1 Lxmztiz rsms*L-cs> «tv> 
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1) Xgl 

ifcjtfc (®lx.if, Comprehensive Organic transformation, R. C. 5D^f, VCH publ 
isher Inc., 972-976 (1989) 33 «fc IHur. J. Org. Chem. 1353 (2000) 30 £l5m£*L*: 
MifefcRltft**ftt-J:o-C, (1 3-3) frbit&tfo (14-1) 

ttfX-£&o #Igfci3V»-C, (14-1) OR 3 0 H*J»t*B o ct5 s ^K$^ 

[0 14 3] 
Mb 4 2] 




(14-8) 



R 5 0 f±, Siti£ 1 IB**: H R 1 7 0 J±> »i£8cl 3|BJRtra«t?* 

v> R 6 33 J^Yii, 3 [1] SBttfcRS|-C**o 3 •CffcStL&'ffr&W (14-8) 
£j£Lfc»£-£tts ftK^iaot, ffc<£fc (14-1) ^^-r^^t^-etSo 
"t4*?t) % ft^"* (14-8) fcX&BftS>-tert-7'?-/l'*, ^*<75^T, TOttW 
*JRES$*So -R®ty-tert-7fJVOfffllJ: LTIt ffrfrW ( 1 '4 - 8 ) fc*tU 
fit 3 ~ 6 mm<DmmfrhMffi.ZHZ>o /pffiMitttl^ ^-■r;v^« (rh5t 

~^J4 CCOfSH^tbjl^tL&o 

2) Ig2 

jtfifc (®lxJi\ Comprehensive Organic transformation, R. C. ^n^if, VCH publ 
isher Inc., 972-976 (1989) *3 i tflEur. J. Org. Chem. 1353 (2000)^) Kga«fcS*LfcS 

Mt^^cio-c, K&m (i4-i) frbit&m (14-2) zmfc-Tzzt 

^EgC^V^, fl^W (14-2) fflBo cl^ftfi«3*i;fc*frfcWU H 
jt&l 4K33*t6ISl ^lem^tt^^^fclWI^^lCjioT, B o c ffcfcfrv^ 4fc 
-fr® (14-2) i«t^ctK»^o 

3) IS 3 

XWt (®)xJ£> Heterocycles 52, 253 (2000)^0 KmMZ tltzM&& £ nfllft^ttC 
iot, Ib^tJ (14-2) frhit&m (14-4) £ *»t * - § & o 

4 ) IS 4 

*js&i K*»t*xs8Kia*$*tfejiatSfcra**^rfet:J:oT. (14-4 

) frbtt&m (14-5) * Siat-t & i > W § * o 

5) IS 5 

-ffc£-|& (14-4) OQ 1 rt^lHSIlR^OSMK (Wili, Comprehensive Organic 

transformation, R. C. VCH publisher Inc., 972-976 (1989) 33 X tfEur. J 
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(We) 



hnQ 

NHR 30 

(1-4h) 
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\ / J. Am Chem Soo 80. 2584 (1958). 
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N " rr PerWn Trans. 1 . 2233 (1 999) 

d-4i) ^am<D^mzm. 

r 3 0 Miami mmtmmx~&2> 0 ] 

[0174] 

m&&2 8 

it&m d-4) <D^L®i&)%mt tx, it&fo c i — 4 j) -frhik&m a-4v) © 

-frJSeflfc&Tfc^-to ft^-% ( 1 — 4 j) frhik&m (1-4 v) Ji. H^^StLS 

[0 17 5] 
[ft 5 6 ] 



HN- 



^ — ^ J, Chem Soc. Chem Commun. 611 (1981). 

f v nhr3 ° J. Chem Soc.. Perkin Trans 1. 2233 (1999) 

J. Chem Soc. Chem Commun 611 (1981). 
(1-410 NHF * 3 ° J- Chem Soc . Perkin Trans. 1. 2233 (1999) 

iztmommiz'&v. 

, 3 

hnQ 

NHR* 

F (1-4r): Y 3 = NHSto^hb 

N / J. Org: Chem 44. 3872 (1979). (1~4t): Y~ = NHCXOX^hfe 

^ ^ NHR 30 f-ilS>^ ( ^ n TranS 1 ' 2233 (1999> (1 - 4u > Y 3 = N(CH 3 )CXO)CI-b 



Ykdtt (F?°A*7kSft 1 -4f> 




<b^»ci-4h)«ta*jK»(i:. mtf 

N / J. Org Chem 44. 3872 (1 979), 

\ J. Chem Soc. Perkin Trans 1. 2233 (1999) 

(1-4D 



Tetrahedron Lett 40. 5609(1999). 
J. Chem Soo. Perkin Trans 1. 2233 (1999) 
(ZtmOJimiZ'ilL?. 

J. Med. Chem. 35. 833 (1992) 
"Comprehensive Organic transformation". 
> — ( R C. y ^m. VCH publisher Inc.. 1989. 

NHR 30 J. Chem Soc.. Perkin Trans. 1. 2233 (1999) 

(1-4p> Y 2 = (R>C6H 5 
<1-4q> Y 2 = (S>C 6 H 5 

"Comprehensive Organic transformation". 

R C. =?UvO^. VCH publisher Inc.. 1989. 

e\ a v ^3 KnZ^Z^tZL' 0 J Chem. Soc. Perkin Trans. 1, 2233 (1999) 
(1-4s>. y = NHC(0)CH3 {zmmo ^ Aiz ^ m 



His/ \ 
<1-4n) NHR 30 



^b^^(l-4h)^tB^Pf(C. ff^tf 

Bull Chem Soc. Jpa 64. 2857 (1991). 
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(1-4v) 



NHR 30 



[0 17 6] 

S3Iffi2 9 

ft-fr* (1-4) <^JL#|ft&#l!i LT, ik&m (l-4w) *fefk-frW (l-4dd) O 
^^jaTK^tc (l-4w) frbit&m (l-4dd) ii. JH^WS*^* 
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[0 1 7 7 J 
lit 5 7] 

\t±m 




33 



NHR 



(1-4w): Y 4 = 2-CH 3 -C 6 H s 
(1-4x): Y 4 = 3-CH 3 -C 6 H 5 

(1-4y): Y 4 = 4-CH 3 -C 8 H 5 
(1-4z): Y 4 = 2-CH 3 0-C 6 H 5 
(1-4aa): Y 4 = 3-CH 3 0-C 6 H 5 
(1— 4bb): Y 4 = 4-CH 3 OC 6 H 5 
(1-4cc):Y 4 = C 6 H 5 
(1 — 4dd) : Y 4 = CH 2 C 6 H 5 

[0 17 8] 

( 1 - 4 ) 

VCH publisher Inc. 
10 17 9] 

mm 3 o 



Comprehensive Organic transformation", 
R C. ^UvttM. VCH publisher Inc., 1 989 
, J. Or&. Chem. 66, 3593 (2001). 
J. Prakt Chem. 342, 421 (2000), 
Tetrahedron Lett 36, 5611 (1994), 
J. Org.. Chem. 53, 5143 (1988), 
Bioorg. Med. Chem. Lett 11, 1281 (2001). 
J. Chem. Soc, Perkin Trans. 1, 2233 (1999) 

Comprehensive Organic transformation, R. C. yVy? 

, (1989)^) ^tzm^Kx^^mm^mwhfiho 



[0 18 0] 
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HO NH 2 



HO 



NHR 



30 



.8 



(30-1) 
N 3 



R 



8 



Xf§2 



O 

— S-O NHR 30 



R 



8 



X*I3 



NHR 



30 



R 



8 



(30-2) 
H 2 N NHR 30 



(30-3) 



X*§4 R 



8 



(30-4) (1-6) 

R 8 *5i^n{i, 9 [l] |B«i:|Wia-eabf9. R 3 0 }i x §5ji& 1 fB«££ P^T- 

^■So ] 

1) 

*m («ilf> Protect ive Groups in Organic Synthesis 2nd Edition (John Wiley & 
Sons, Inc.)&ir) (C|5«$^Tv^^r&^ ^ mW-^mi' £ oT, (3 0-1) 

frhit&m (3 0-2) £§SBt1-a£ t^-e§£ 0 (3 0-1) fi, (#Ux.{f 

> J. Org. Chem. 50, 4154 (1985)^) JCfBf£$ ttTt^fet nUttm^ X o X^M-f 

2) X*i2~4 

(^x.^ Comprehensive Organic transformation, R. C. ytiy?^, VCH pub 1 
isherlnc, (1989)3£) &CfBm$ Ktzmm^'^Z <fc -o T. (3 0-2) 

^ (1-6) £Mit1-££ i^-ei-So 

[0181] 

8£itfe3 1 

it&m (1-6) ?>*#lft&#]i: fb-g^ (l-6a) frhik&Vo ( 1 - 6 aa) <?3 
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&J&M*£kTlZ7j<iro ik&m (l-6a) frhfc&m ( 1 - 6 aa) it, M^±W&Zti& 

(l-6a) ^(Mt^% (l-6aa) it, JCffi. (CTxJf, WOO 1/7 
4 7 7 4 23 J: Comprehensive Organic transformation, R. C. 7n^|, VCH publis 
her Inc., (1989)11) &::ffl®£ fitz^mz.^ X, 8^1" & £ t /6 S "C' £ & „ 
[0 18 2] 



Hb5 9] 

H2N„ _NH 2 H 2 N. NH 2 

Q " 



OH 
(1-6a) 

H^i JvlH 2 




H 2 N JvlH 2 H 2 N JMH 2 

a. 




(1-6k) 



OMe (1-6p) 



H 2 N, JVJH 2 




(1~60 

H2N N NH 2 



H 2 N. 



^ HoN JMH 2 



(1-6u) 



to 




Q 



(1-6b) 

f (1-6g) 

H 2 N. J^H 2 




(1-6c) 
H 2 N. NH 2 



OH 




(1-60 

(1-6m) 

V NH 2 




H2N, .NH 2 

Q 

NH 

o=s=o 

(1-6y) I 



H2N ^NH 2 



MeO OMe 
(1-6q) 

H2N, „NH 2 



N 




a-6v) 





(1-6h) 
H 2 Nj JMH 2 




a 



(1-6r) 
OMe HaN. ,NH 2 



Y 

o 



H 2 N, ^NH 2 

Q 




(1-6w) / 



(1-6n) 



(1-6i) ; — \ 

H 2 N. JnIH 2 H 2 N, Jn)H 2 / \ 

OH (1-6o) 

(1-6e) (1-6j) 




CO 

(1-6s) 
H 2 N, JvlH 2 



(1-60 



s 



H 2 N. „NH 2 

Q 

NH 

o=<f 

(1-6x) 



H 2 H. ^NH 2 

Q 

NH 

o=s=o 

(1-6aa) 



[0 18 3] 

mit-m 3 2 

(1-6) OJM£lftft#J£ LT. (l-6bb) frbik&m ( 1 - 6 tt) <D 

&$m*&Ti l z7Fir 0 ft&m (i-6bb) frhtt&m (i-6tt) it, m^±Vf?§-ztiz> 
^^^■tfo it&m d-6bb) a-6tt) it, ^cm. mtLix, woo 1/ 

7 4 7 7 4 23 i t/Comprehensive Organic transformation, R. C. yUy?M, VCH publ 
isherlnc, (1989)^) KfHm£ *x£^?£fct£o X, m&ir Z> Z t &X % Z> <> 
[0 18 4] 
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H 2 N JMH 2 
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H 2 N NH 2 H 2 N^ JsIH 2 

Q 

(1-6ff) ^ 
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(l-6jj) 



/ — \ 
N o 



H 2 N, jNHj 

; — N 
(1-6nn) \ 



h 2 n, .NH: 



Q 



H 2 N, .NH 2 



H 2 N, JVJH 2 




(1-6cc) 
H 2 N JMH 2 



Q 

(1-6gg) 

H 2 N JvlH 2 




H 2 N JnJH 2 



(1-6rr) y-° Et 
O 

H 2 N NH 2 



(1-6kk) 




(1-6oo) 



HN-P* 

(1-6ss) >" OEt 
O 



H 2 N NH 2 



(1-6hh) 




H 2 N. .NHj 

* * 

(1-611) V_V (1 _6 pp) CN 




H 2 N. JvlH2 




(1-6dd) 



H 2 N, JMhb 



H *H ^ H 2 N, JMH 2 



HoN NH 2 




(1-6H) 





(1-6mm) 




hnA^ 

(1 -6tt) V-OEt 
O 



(1-6qq) 



NH2 



/ 



(1-6ee) 
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^ (I) T^£*LMt^% ^ (33-4) isit^; (33-6) T^£tLMb 
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[] y-Y NHR 
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215 



XfS! 
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j >-Y NHR 30 
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R 330_ Q 5. M 6 
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R 190, 
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A21S 
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} — Y NHR 
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P >"Y NH 2 

R (33-4) 
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.R 6 



,190 
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N 



,190 



4 
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R 215 (33-5) 



>— Y NHR 30 



m R 330^Q' 




R 



.6 



N 



N 



R 215 (33-6) 



/)— Y NH 2 



»K R 6 fcitfYtt, ^ [1] fB«fcra«-e*»K R 2 1 5 fi> «itfel 7|Smt|WI«T' 
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*<k r 3 °-q 5 a [i] mm<DR z &xvR 3 tLxmztiz rw&zixxi> 

1 ) m 1 

K f?*ili?*^* MlKe **^MfttW***«CJ:oT, ft** (1 7- 

5) ^m^ij (33-D ^ima^^ 0 

2) 1*12 

1 f?*ii!:*/ t * Xa2CE «*^«*tt^n***ftfcJ:oT, ft*^ (3 3- 
1) frbit&m (3 3-3) ^if^t^f^o 

3) urn 3 

) frfeft** (3 3-4) tI«t*Cfc^Si D 

4) I|§ 4 

of?fAlif^/ t ^ :Ca4 ^ §em$ ^^^ tTO:S: ^^« }: ^^^ (3 3- 

3) frbit&fy (3 3-5) ^in^#fli 0 

5 ) Ig 5 

* *?*i£*/ t * x88K E«S*L75:«jStti:WI«4^tt t c 1 t or , ft** ( 33 -5 
) (3 3-6) 

[0 18 7] 
3 4 

[0 18 81 
lit 6 2 ] 




NHR 



30 



XI1 1 



,190 



■3S0 



(34-1) 




NHR 



30 



(34-2) 



,190 



o 



6 



N 

340 



R 350 AyJL| 
R 340 



(34-3) 



NH 2 



[Si*, tt*# (3 4-1) ii N ftjlfti 6K««)ft£* (16-1) £/S±»*ft3 3 

C3 3-1) «U R> • • tt, «*ttl SIEm.TOT^ ^ 

**J , l<& $ fix *> J: v> r n w ;i/*J £J:tF r«&£*LTfc iv^fnr-j -;^J 

*5±?jt5» li 77 **^ **** **** ***** [i] wam^R 

1) 181 

±m Chem. Rev. 103. 1979 (2003) & «fc tfChem. Rev. 103. 1875 (2003)30 
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KmmztifcMikfc£mffi%i5mz£<?x^ n&m (34-1) ^hit^m (34-2) 

2) Xig2 

t^w-siss Kum2iifcMT&m£fBim%-%mK£^x, ^^(3 4-2) 

frbtt&m (3 4-3) ^SM^it^til. 0 
[0 18 9] 

tihomz^r&mm Kum&x&m. lx&&, * ivmoKJB zmfoLtz&z tz it v> < o 

Mlfr'Vjj&iZfeoXfti c\ ttfX% & (Wx.«fs Protective Groups in Organic Synthes 
is, T. W. Greene, P. G. M. Wuts^Ss %Z2ffcs Jolin Wiley & Sons, Inc. (1991) fcffi 

011*. If, 3fcB*2fe£>fiMR3fefc LTW\ tert-^^y^ f-/U5/ V ^ h * ~> * 9 
tfctex h7t Kn fcf9-;v*& <bft-> 7? y^-RRIfefc LTfitert- 79;v 

t y * S (i ^ > ^ ^ t + v * ^ ^- Z&lgifhtL&o Z.<D£o &7jt 

-;vt7tli-^7jc-r b9t K n 7 7 > ^ t'^tl* tEft- $ ^ ^ c i t i ij i: 

Rak<0B**W\ tert-yf-^*^r">*^3l?-^afeO*^l±, 0flx.«T, jftfll 4 tz it Y U 7 
^-nf^^^ifo^O^^ET, ^*fb?tKn75>, -7?on>^7, 7nn*wf 

izX - t)5 s -cl^o 
[0 19 0] 

;Hx^t;K t7 5 K«rif3W»f e»tL4o - <£> «t "9 &4£«^eDl&*tis tert-7*9;VJ- 

}>jLXT)V<DWi&tt, #7M^y-;i>\ #*rh7tFn77>, #7jcl, 2- 

h^yx^ if *K St«L, Bl&Wt^Xfcmki- h V ? & if O T ^ # 

v xmm.-t z> z t jet «9fT*>tt> mr§ K©#^it ^nx.^ ^m^if^®^^ 

fr d £ t tfX ISo 
[0 19 1] 

[0 19 2] 

*^§<ozit^ 5 jr*s-frtimfc& iO f f©7 p D ? ^li, ^Jx.!*^ ^ ^ y 

>=r^, S^m, ^x;>m. vW>|, 7-7;m, p- h ;i/x:>7.;v 
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[0 19 31 
[0 19 4] 

) tz&J§-i-2>zt&X"£2>o mn&5-<Qtztb<D®.f&mkLX&, Wilt jfc&K 
[0 19 5] 

m*e>ft&mtzx »k sfcA#ojfejd, ttsu, s^jgw 

K-fc •JSe-fki-***, a#ttjfcA(#S50 kg)K*j-LT. aMMMfe-fr**, 0.1-1000 mg/B 
, SFf L<ttl~300 mg/B£l B 1 Ulifcii 2 L 3 iC^fCS4t5 0 iStB 

[0 1 9 6] 
[0 19 7] 

l ] 

[0 1 9 8] 

m i 



2-[(3R)-3-T 5 J tf^y y>-W;v]-7-^nn-3-(2-^nn^yi;;i/)-4-t^V 
-4, 5- y t Ku-3H--f ^ ^ V[4, 5-c] t? >J V-6-# ~> V - h 

[0 19 9] 
[<fc6 3] 

ci 





O Ci HCI NH 2 



O HCI NH 2 

Hife^Jl 2<n\Y&*to{\2.2 mgJ^^f^^T? K(0.5 mL)tCi#^U N-^nnn 
^^1^5 K(8.0 n«)&irax.TM"T?3l$ffl*aiLfco »«E*«-JR*«^ 

'JAWovf^y-f- CBH&ft : * nn*M/^ * 7 -)i> = 10/1) -c*#S£L 

, ANm&/ :: J***y>*Mz-xm.m-t%z- tx-mmvu&jys (5.8 mg) *B&mfctL 

*H NMR (400 MHz, CDCls) 8 7.41(dd, J = 1.2, 7.8 Hz, 1H), 7.26-7.15 (m, 2H), 6.7 
4 (dd, J= 1.2, 7.6 Hz, 1H), 5.73 (d, J = 17.0 Hz, 1H), 5.66 (d, J = 17.0 Hz, 1H) 
, 4.02 (s, 3H), 3.48-3.39 (m, 1H), 3.32-3.25 (m, 1H), 3.02-2.87 (m, 2H), 2.82-2. 
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2> ! 77/ 



75 (m, 1H), 1.97-1.88 (m, 1H), 1.78-1.70 (m, 1H), 1.65-1.53 (m, 1H), 1.35-1.23 ( 
m, 1H). 

MS (ESI+) 450 (M + +l, 100%) 
[0 2 0 0] 

2-[(3R)-3-T 5 J tf^ V p ;i/]_3_(2-^ u o ^ > *J ;W)-5-* * V-4, 5-v 

t Kn-3H-W 3 ^V*[4, 5-c] M V 'J >-6-% b U ;v &3ft#L 

[0 2 0 1] 
Hfc6 4] 




##W4 0?Mb#tK851 mg)Of h7tFD77>(20 mL)$&ifcfcS&#. h V 7;W:*nffls 
BK851/<L)*fl&T8L ^UX~2mmffiWLtZo * ftJEEftffi L . 

^^7-;V(20 mL)fc:»*U *A(323 mg)i:7X(0.3 mL) SrJnx.TM-C«*fU 

fco ib#bi^ ^m^^^-etttBL^o MMtHJ^At 

^4r-9*>/ftiftif-^ = l/l)tigL, 6fe@#?>£)&%(645 mg)*JMIt**»L 
7t 0 £©£jS»K4Nt£Bfe/ (10 mL)4:iJII;lT25 t:^lB#P^ii# U MEEML 

**"^^(5 nL)*JJP^T«JEaMeU, Sl©jt^tl (473 mg) LT#£ 0 
J H NMR (400 MHz, CD 3 0D) 5 7.49-7.43 (m, 1H), 7.36 (s, 1H), 7.32-7.18 (m, 2H), 6 
.76-6. 73 (m, 1H), 5.74-5.64 (m, 2H), 3.68 (s, 3H), 3.68-3.63 (m, 1H), 3.48-3.38 ( 
m, 1H), 3.25-3.14 (m, 2H), 3.00-2.89 (m, 1H), 2.12-2.03 (m, 1H), 1.82-1.70 (m, 1 
H), 1.69-1.55 (m, 2H). 
MS (ESI+) 397 (M + +l, 100%). 
[0 2 0 2] 

2-[(3R)-3-75 S fcf^'j v^-l-^;v]-3-(2-^nn^?>v ? ;V6-(t Kndfv'^f ;i/)-5-^ 
f-^-3, 5- v K n-4H--f 5 W[4, 5-c] tf 'J v >-4-* > t&WM. 
[0 2 0 3] 
Hfc 6 5 ] 




%1tmZ 7 (25 mg)£6NM(2 mD&C^U 100 e CXSmmiU^MWLiz o K 

Jfc*fc£25T:fc?£iP&«EE8Ml&U b)V3u>*tinx-X&®mt2>ZtX^ £ffl<0 B fiMfe (2 
6 mg)*&SH&H#:i: LT#£ 0 

J H NMR (400 MHz, CDsOD) S 7.51-7.49 (m, 1H), 7.37-7.28 (m, 2H), 7.10-7.07 (m, 1 
H), 6.7l(s, 1H), 5.74-5.67 (m, 2H), 3.98 (s, 2H), 3.86-3.83 (m, 1H), 3.52 (s, 3H 
), 3.52-3.11 (m,4H), 2.14-2.08 (m, 1H), 1.86-1.65 (m, 3H). 
MS (ESI+) 430 (M + +l, 100%). 
[0 2 0 4] 
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2-[(3R)-3-T ? J t^U ;V]-3- (2-^ n n ^ y y JV) -5-^ f JV-3, 5-v k FO-4H 

-4 5 5-c] kf U 5? > 

[0 2 0 5] 
Mb 6 6] 




Q 



NH 2 

##m <7Mb?iK49 n«)tc4N*Bfc/y (3'nL) *in£^ 25 T;t?2R#|TO 

•CK*, WEifcNIU S8©l»l (26 mg) ^fifei#tLtf^ 0 

X H NMR (400 MHz, CDCls) 5 7.41-7.38 (m, 1H), 7.22-7.13 (m, 2H). 7.09 (d, J = 7. 
2 Hz, 1H), 6.75-6.73 (m, 1H), 6.59 (d, J = 7. 2 Hz, 1H), 5.70 (d, J = 17.0 Hz, 1H 
), 5.63 (d, J = 17.0 Hz, 1H), 3.57 (s, 3H), 3.35-3.31 (m, 1H), 3.22-3.19 (m, 1H) 
, 2.93-2.88 (m, 2H), 2.71-2.66 (m, 1H), 1.85-1.22 (m, 4H). 
MS (ESI+) 372 (M + +l, 100%). 
[0 2 0 6] 

[0 2 0 7] 
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[ft6 7] 



rnrnm^- ""V r 2 r 6 



MM 5 CH 3 CH 3 OC(0) vQ 1 3 

^ CI 

'MM 6 H (CH 3 CH2)2N(CH 2 )30C(0) \ jT 1 4 

MJ7 (V^ H 2 2 



;j5fef5H8 EtOC(0)CH 2 H VY #%0[|2 3 

^ CI 



v9 



^OCH 3 ^ ci 



; #0IJ 2 4 



MO 10 QT^ H Up #%0]2 5 

OCH 3 « CI 

F 

»J1 1 CH 3 H ^ ffS ###J1 




ci 



&fifcfll5 

X H NMR (400MHz, CDCI3) S 7.42-7.38 (m. 1H), 7.35 (s, 1H), 7.27-7.12 (m, 2H), 6.7 
3-6.70 (m, 1H), 5.71 (d, J = 17.0 Hz, 1H), 5.65 (d, J = 17.0 Hz, 1H), 3.92 (s, 3 
H), 3.73 (s, 3H), 3.39-3.31 (m, 1H), 3.25-3.16 (m, 1H), 2.97-2.87 (m, 2H), 2.75- 
2.65 (m, 1H), 1.95-1.85 (m, 1H), 1.78-1.66 (m, 1H), 1.34-1.23 (m, 2H). 
MS (ESI+) 430 (M + +l, 100%). 

X H NMR (400MHz, CDCI3) * 7.44 (s, 1H), 7.42-7.39 (m, 1H), 7.25-7.14 (m, 2H), 6.7 
8-6.76 (m, 1H), 5.72 (d, J = 17.0 Hz, 1H), 5.66 (d, J = 17.0 Hz, 1H), 4.41 (t, J 
= 6.4 Hz, 2H), 3.39-3.31 (m,lH), 3.26-3.17 (m, 1H), 2.94-2.84 (m, 2H), 2.73-2.6 
5 (m, 1H), 2.60-2.48 (m, 6H), 1.95-1.85 (m, 2H), 1.80-1.59 (m, 2H), 1.31-1.19 (m 
, 2H), 1.02 (t, J = 7.1 Hz, 6H). 
MS (ESI+) 515 (M + +l, 100%). 
Hife$l7 

J H NMR (400MHz, CDCI3) $ 8.02-7.98 (m, 2H), 7.64-7.57 (m, 1H), 7.50-7.44 (m, 2H) 
, 7.38-7.34 (m, 1H), 7.20-7.13 (m, 2H), 7.03 (d, J = 7.2 Hz, 1H), 6.81-6.78 (m, 
1H), 6.69 (d, J = 7.2 Hz, 1H), 5.67 (d, J = 17.0 Hz, 1H), 5.62 (d, J = 17.0 Hz, 
1H), 5.42 (s, 2H), 3.38-3.32 (m, 1H), 3.24-3.16 (m, 1H), 2.95-2.84 (m, 2H), 2.72 
-2.64 (m, 1H), 1.94-1.83 (m, 1H), 1.76-1.65 (m, 1H), 1.33-1.19 (m, 2H). 
MS (ESI+) 476 (M + +l, 100%). 

J H NMR (400MHz, CDCI3) 8 7.42-7.35 (m, 1H), 7.22-7.10 (m, 2H), 7.02 (d, J = 7.3 
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Hz, lH),6.78-6.72 (m, 1H), 6.64 (d, J - 7.3 Hz, 1H), 5.71-5.59 (m, 2H), 4.67 (s, 
2H), 4.22 (q, J = 7. 2Hz, 2H), 3.39-3.31 (m, 1H), 3.21-3.14 (m, 1H), 3.02-2.84 
(m, 2H), 2.82-2.72 (m, 1H), 1.87-1.76 (m, 2H), 1.64-1.53 (m, 1H), 1.40-1.28 (m, 
1H), 1.25 (t, J = 7.2 Hz, 3H). 
MS (ESI+) 444 (tf+1, 100%). 
$k1Mffl 9 

X H NMR (400MHz, CDCls) S 7.95-7.84 (m, 1H) , 7.66-7.55 (m, 1H), 7.49-7.35 (m, 1H) 
, 7.30-6.89 (m, 5H), 6.76-6.71 (m, 1H), 6.69-6.59 (m, 1H), 5.70-5.52 (m, 2H), 5. 
34 (s, 2H), 3.95(s, 3H), 3.41-3.30 (m, 1H), 3.23-3.10 (m, 1H), 3.09-2.73 (m, 3H) 
, 1.95-1.81 (m, 1H), 1.78-1.50 (m, 2H), 1.48-1.30 (m, 1H). 
MS (ESI+) 506 (M + +l, 100%). 

mnm 1 o 

J H NMR (400MHz, CDCls) S 7.61-7.54 (m, 1H), 7.53-7.45 (m, 1H), 7.42-7.32 (m, 2H) 
, 7.21-7.08 (m, 3H), 7.02 (d, J = 7.2 Hz, 1H), 6.81-6.75 (m, 1H), 6.69 (d, J = 7 
.2 Hz, 1H), 5.69-5.58 (m, 2H), 5.40 (s, 2H), 3.83 (s, 3H), 3.38-3.30 (m, 1H), 3. 
23-3.14 (m, 1H), 3.00-2.84 (m, 2H), 2.78-2.68 (m, 1H), 1.95-1.81 (m, 1H), 1.75-1 
.66 (m, 2H), 1.34-1.22 (m, 1H). 
MS (ESI+) 506 (M + +l, 100%). 

mmm 1 1 

*H NMR (400MHz, CDCI3) S 7.41-7.34 (m, 1H), 7.20 (d, J = 7.2 Hz, 1H) , 6.94-6.87 

(m, 1H),6.59 (d, J = 7.2 Hz, 1H) , 6.51-6.41 (m, 1H), 5.66-5.56 (m, 2H), 3.57 (s, 

3H), 3.36-3.28(m, 1H), 3.22-3.12 (m, 1H), 2.98-2.84 (m, 2H), 2.72-2.63 (m, 1H), 

1.96-1.87 (m, 1H), 1.78-1.68 (m, 1H), 1.65-1.53 (m, 1H), 1.30-1.20 (m, 1H). 
MS (ESI+) 392 (M*+3, 100%). 
[0 2 0 8] 

mmm 1 2 

2-[(3R)-3-T5 / fcf^'j v>-l--f ;V]-3-(2-^ ntJ^>v?;l/)-4-^^y-4,5-vH 
K n -3H- -f 5 ? V [4, 5-c] fcf V v > -6- *myV-f 
[0 2 0 9] 
lit 6 8 ] 




##^J1 6?Xb-£-t/(l.01 g)H4N^m/^^^-9->'^ (10 niL) SrfiDX-. 25 'CTnBf 

mmwLtzo Kj&mz m.f±mm&. w^v^nx. 

Ls SlO @ KlJ (870 mg) *&&mfet LTt#£ 0 

*H NMR (400 MHz, CD 3 OD) 8 7.50-7.45 (m, 1H), 7.39 (s, 1H), 7.36-7.24 (m, 2H), 6 
.99-6.87 (m, 1H), 5.73 (s, 2H), 3.97 (s, 3H), 3.81-3.70 (m, 1H), 3.49-3.38 (m, 1 
H), 3.34-3.18 (m, 2H), 3.09-2.97 (m, 1H), 2.17-2.05 (m, 1H), 1.89-1.75 (m, 1H), 
1.72-1.58 (m, 2H). 
MS (ESI+) 416 (M + +l, 100%) . 
[0 2 10] 

mrnm 1 2 1 iwMto^&t^ wfc-tz&m^mt&mfrhnMM 13-37 (nit&m* 

[0211] 
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H NM (400 MHz CDaOD) * 7.51-7.45 ( m , 1H), 7.35 (s, 1H). 7.34-7.22 ( m , 2H), 7 

(l 1m fnfiu 4 & 2 ?* 3 - 86 - 3 ; 70 (m ' 1H) * 3 - 51 - 3 ' 39 ^ 1H), 3.37-3 8 
to, 2H), 3.13-2.95 (m, 1H), 2.16-2.05 (m, 1H), 1.89-1.77 Cm, 1H), 1.75-1.55 (m, 

MS (ESI+) 402 (M + +l, 100%) . 

umm i 4 

^HNMR (400 MHz CDaOD) S 7.48-7.40 ( m , 1H), 7.39 (s, 1H), 7.32-7.18 (m, 2H), 6 

I m l St* } 'J >' ? tVo (m '' H) ' 4 - 42 (q ' J = 7A Hz > 2H) « 3.71-3.63 (m, H) 

Rfi i ?W £ 3 - 23_3 ;° 8 (m * 2H) ' 3 - 00 - 2 - 89 (m > 1H >> 2 -13-2.02 (m, 1H , 1 

86-1.71 ( m , 1H), 1.70-1.51 (m, 2H) 1.40 (t, J = 7.1 Hz 3H) 

MS (ESI+) 430 (M++1, 100%) . 
HJfe^l 1 5 

>HNMR (400 MHz, CDaOD) * 7.45-7.38 On, 1H), 7.28-7.15 ( m , 2H), 6.97-6.90 (m, 1 

^ 3 if « ™f S . 2 ) ' 3 -! 6 ~ 3 - 68 (m ' 1H) ' 3 - 42 " 3 - 34 < m > 1H >> 3.34 (a, 3H 

m H ' \ (' J (S ' 3H) ' 3 - 04 " 2 - 97 (m ' 1H) ' 2 " 94 < s « 3H). 2.08-1.96 ( 
m, 1H), 1.81-1.70 (m, 1H), 1.66-1.54 (m, 2H) 

MS (ESI+) 443 (M + +l, 100%) . 

$kt&M 1 6 

1 H m r (400 MHz CDaOD) , 7.49-7.47 (m, 1H), 7.33 (s, 1H), 7.33-7.23 (m, 2H). 6 

H 115 ho r S ; Q 2H) ' 3 ; 79 " 3 - 71 (m ' 1H) ' 3 ' 70 (s ' 3H). 3.50-3.41 £ 1 

J. 74-1 55 (f 2H) . 9 ^ 1H) ' 2 ' 14 " 2 - 05 (m ' 1H) ' 89-1. 78 (m, 1H), 

MS (ESI+) 416 (M + +l, 100%) . 
^ttftl 7 

T j 4 ?° "J|: * 7 -f" 7 -« <-. 1H). 7.35 (s, 1H), 7.37-7.27 (m, 2H), 7 

2w. 3 ?; 0 3 (' 3 1h) 08 hsl lw' 2 - 0S <m - 1H) ' 1 - 94 - 1 - 80 ( °- 1H) ' 1 - 75 - 1 - 61 

MS (ESI+) 444 (M + +l, 100%) . 

iiMi 8 

MS (ESI+) 492 (M + +l, 100%) . 
Mtkm 1 9 

nTs^^ ^JSV l?V 8 (m ' 1H) ' 7 - 30 " 7 - 15 (m ' 2H) > 7 - 27 HO- 6 

(m 2H) 3 04 P QP } m ^V 63 (m * 1H) ' 3 " 51 - 3 - 39 (m ' 1H >> 3 - 3 7-3.13 

Uj. 2H), 3.04-2.92 (m. 1H), 2.08-1.96 (m, 1H), 1.81-1.69 (m, 1H), 1.65-1.49 (m, 

MS (ESI+) 401 (M + +l, 100%) . 
^J^^lf 2 0 

'H NMR (400 MHz CDaOD) , 7.54 (s, 1H), 7.53-7.46 ( m , 1H), 7.38-7.25 (m, 2H), 7 

(!1h 9 3^ iS fl 4 - 79 - 4 - 71 2H), 4.09-3.97 (a, 2H), 3.95-3 77 

1H) fil i 7Q r fS 3 - 53 " 3 ; 41 (m * 1H) ' 3 ' 38 - 3 - 06 (m ' 4H >> 2 - 17 "2.05 On. 

1HJ, 1.91-1.79 (m, 1H), 1.75-1.61 (m, 2H) 

MS (ESI+) 515 (M + +l, 100%) . 

*»J2 1 

1 26T 2 2 (4 ? m °^ ^/sw^f (m ' 1H) ' 7 ' 33 (S ' 1H) ' 7 - 33 " 7 - 23 1H), 7 

.26-7.22 (m, 1H), 6.83-6.81 (m, 1H), 5.71 (s 2H) ^ 7^ ^ fifi C™ iirt q m / o 

H) 3.50-3 40 (m ,lH). 3.31-3.20 (.2H). 3.04-2 93 m 1H) 6 2 63 Z 3H) Vu 2 
•05 (m, 1H), 1.88-1.74 (m, 1H), 1.71-1.55 (m, 2H) 
MS (ESI+) 414 (M + +l, 100%) . 
;M^I2 2 
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J H NMR (400MHz, CDsOD) 8 7.98-7.93 (m, 2H), 7.78-7.70 (m, 1H), 7.62-7.54 (m, 2 
H), 7.51-7.45 (m, 1H), 7.38-7.23 (m, 2H), 6.95-6.83 (m, 1H) 6.79(s, 1H), 5.74 (s 
, 2H), 3.78-3.62 (m, 1H), 3.48 (s, 3H), 3.48-3.39 (m, 1H), 3.38-3.18 (m, 2H), 3. 
09-2.95 (m, 1H), 2.17-2.04 (m, 1H), 1.87-1.75 (m, 1H), 1.74-1.53 (m, 2H). 
MS (ESI+) 476 (M + +l, 100%) . 

%nm 2 3 

*H NMR (400 MHz, CD 3 0D) 8 7.56-7.59 (m, 1H) , 7.48 (d, J = 7.3 Hz, 1H), 7.37-7.2 

4 (m, 2H), 7.07-7.00 (m, 1H), 6.70(d, J = 7.3 Hz, 1H), 5.68 (s, 2H), 4.76 (s, 2H 

), 3.88-3.79 (m, 1H), 3.50-3.42 (m, 1H), 3.39-3.23 (m, 2H), 3.17-3.07 (m, 1H), 2 
.17-2.08 (m, 1H), 1.91-1. 79 (m, 1H), 1.74-1.61 (m, 2H). 
MS (ESI+) 416 (M + +l, 100%). 

m&m 2 4 

*H NMR (400 MHz, CD3OD) 8 7.53-7.46 (m, 1H), 7.39 (s, 1H), 7.14-7.03 (m, 1H), 6 
.78-6.63 (m, 1H), 5.66 (s, 2H), 3.96 (s, 3H), 3.80-3.69 (m, 1H), 3.55-3.42 (m, 1 
H), 3.34-3.21 (m, 2H), 3.13-3.01 (m, 1H), 2.17-2.08 (m, 1H), 1.93-1.80 (m, 1H), 
1.78-1.51 (m, 2H). 
MS (ESI+) 434 (M + +l, 100%) . 

mmm 2 5 

*H NMR (400 MHz, CDsOD) 8 7.53-7.48 (m, 1H) , 7.40-7.28 (n. 2H), 7.18-7.11 (m, 1 
H), 6.83 (s, 1H), 5.79-5.69 (m, 2H), 4.66 (s, 2H), 3.97-3.90 (m, 1H), 3.65 (s, 3 
H), 3.51-3.37 (m, 3H), 3.22-3.12 (m, 1H), 2.19-2.09 (m, 1H), 1.92-1.80 (m. 1H), 
1.76-1.64 (m, 2H). 
MS (ESI+) 402 (M*+l, 100%) . 

mnm2 6 

a H NMR (400 MHz, CD 3 0D) 8 7.56-7.48 (m, 1H). 7.38 (s, 1H), 7.16-7.09 (m, 1H), 6 
.91-6.81 (m, 1H), 5.67 (s, 2H), 3.86-3.78 (m, 1H), 3.59-3.49 (m, 1H), 3.40-3.29 
(m, 2H), 3.20-3.08 (m. 1H), 2.19-2.10 (m, 1H), 1.94-1.82 (m, 1H), 1.79-1.64 (m, 
2H). 

MS (ESI+) 420 (M + +l, 100%) . 

mnm2 7 

1 E NMR (400 MHz, CD3OD) 8 7.32 (s, 1H), 5.44-5.39 (m, 1H), 5.07-5.00 (m, 2H), 3 
.96 (s, 3H), 3.87-3.75 (m, 1H), 3.62-3.50 (m, 2H), 3.37-3.16 (m, 2H), 2.28-2.13 
(m, 1H), 2.07-1.93 (m, 1H), 1.91-1.69 (m, 2H), 1.82 (s, 3H), 1.76 (s. 3H). 
MS (ESI+) 360 (M + +l, 100%). 

mmm 2 8 

*H NMR (400 MHz, CDsOD) 8 7.32 (s, 1H), 5.48-5.39 (m, 1H), 5.10-4.98 (m, 2H), 3 
.92-3. 75 (m, 1H) , 3.64-3.48 (m, 2H), 3.39-3.13 (m, 2H), 2.25-2.13 (m, 1H), 2.07-1 
.93 (m, 1H), 1.91-1.64 (m, 2H), 1.82 (s, 3H), 1.77 (s, 3H). 
MS (ESI+) 346 (M + +l, 100%). 
^Jfe'^fl 2 9 

X H NMR (400 MHz, CDsOD) 8 7.50-7.35 (m, 2H), 7.33-7.13 (m, 4H), 7.05-6.85 (m, 3 
H), 6.67-6.69 (m, 1H), 5.71 (s, 2H), 3.81 (s, 3H), 3.79-3.65 (m, 1H), 3.51-3.36 
(m, 1H), 3.35-3.26 (m, 2H), 3.11-2.95 (m, 1H), 2.17-2.03 (m, 1H), 1.90-1.77 (m, 
1H), 1.75-1.55 (m, 2H). 
MS (ESI+) 464 (M + +l, 100%). 

nnm 3 0 

*H NMR (400 MHz, CDsOD) 8 7.56-7.42 (m, 3H), 7.31-7.15 (m. 5H) , 6.97-6.91 (m, 1 
H), 6.77(d, J = 7.3 Hz, 1H), 5.69 (s, 2H), 3.80-3.68 (m, 1H). 3.49-3.39 (m, 1H), 
3.35-3.20 (m, 2H), 3.05-2.95 (m, 1H), 2.15-2.05 (m, 1H), 1.89-1.75 (m, 1H), 1.7 
4-1.55 (m, 2H). 
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MS (ESI+) 452 (r+1. 100%). 
Hi&fl!l3 1 

*H NMR (400MHz, CDsOD) 5 7.91-7.84 (m, 2H), 7.61-7.51 (m, 2H), 7.49-7.38 (m, 3 
H), 7.35-7.28 (m, 1H), 7.24-7.16 (m, 1H), 6.82-6.75 (m, 1H), 6.71 (d, J = 7.4 Hz 
, 1H), 6.38-6.28 (m, 1H), 5.72-5.58 (m, 2H), 3.76-3.68 (m, 1H), 3.49-3.35 (m, 1H 
), 3.32-3.16 (m, 2H), 3. 08-2.95' (m. 1H), 2.13-2.04 (m, 1H), 1.89-1.75 (m, 1H), 1 
.70-1.54 (m, 2H), 1.64-1.62 (m, 3H). 
MS (ESI+) 490 (M + +l, 100%). 
M3 2 

*H NMR (400MHz, CD 3 OD) 8 7.77-7.68 (m, 1H), 7.51-7.45 (m, 1H), 7.38-7.16 (m, 4 
H), 7.05-6.97 (m, 1H), 6.92-6.77 (m, 3H), 6.66 (d, J = 7.3 Hz, 1H), 5.72 (s, 2H) 
, 4.40 (t, J = 4.9 Hz, 2H), 4.21 (t, J = 4.9 Hz, 2H), 3. 85-3. 74 (m, 1H), 3.50-3.4 
2 (m, 1H), 3.38-3.22 (m, 2H), 3.14-3.03 (m, 1H), 2.17-2.05 (m, 1H), 1.90-1.78 (m 
, 1H), 1.76-1.55 (m, 2H). 
MS (ESI+) 478 (M + +l, 100%). 

mmm3 3 

J H NMR (400 MHz, CD3OD) 8 7.55-7.40 (m, 5H), 7.36-7.33 (m, 2H), 7.27-7.18 (m, 2 
H), 6.86-6.84 (m, 1H) , 6.75 (d, J = 7.3 Hz, 1H), 5.69 (s, 2H), 3.50-3.15 (m, 4H) 
, 3.05-2.95 (m.lH), 2.15-2.08 (m, 1H), 1.87-1.73 (m, 1H), 1.72-1.53 (m, 2H). 
MS (ESI+) 434 (r+1, 100%). 

nnw3 4 

*H NMR (400MHz, CD3OD) 8 7.72-7.54 (m, 1H), 7.48-7.42 (m, 1H), 7.41-7.18 (m, 6 
H), 7.10-7.00 (m, 1H), 6.79-6.77 (m, 1H), 5.71 (s, 2H), 3.90-3.75 (m, 1H), 3.55- 
3.42 (m, 1H), 3.40-3.22 (m, 2H), 3.18-3.05 (m, 1H), 2.18-2.05 (m, 1H), 1.90-1.75 

(m, 1H), 1.7-1.52 (m, 2H). 
MS (ESI+) 452 (M + +l, 100%). 

mmm3 5 

a H NMR (400 MHz, CDsOD) 8 7.51-7.46 (m, 1H), 7.38-7.25 (m, 4H), 7.10-6.97 (m, 3 
H), 6.89-6.86 (m, 2H), 5.71 (s, 2H), 5.17 (s, 2H), 3.77-3.68 (m, 1H), 3.63 (s, 3 
H), 3.50-3.39 (m, 1H). 3.37-3.21 (m, 2H), 3.08-2.98 (m, 1H), 2.14-2.05 (m, 1H), 
1.90-1.80 (m. 1H), 1.85-1.72 (m, 2H). 
MS (ESI+) 478 (M + +l, 100%). 

mmm3 6 

*H NMR (400 MHz, CDsOD) 8 7.49-7.46 (m. 1H), 7.38-7.23 (m, 3H), 6.87 (s, 1H), 6 
.87-6. 85 (m, 1H), 6.69-6.57 (a, 3H), 5.71 (s, 2H), 5.16 (s, 2H), 3.77 (s, 3H), 3. 
60 (s, 3H), 3.73-3.12 (m, 4H), 3.10-3.00 (m, 1H), 2.18-2.10 (m, 1H), 1.91-1.80 ( 
m, 1H), 1.81-1.61 (m, 2H). 
MS (ESI+) 508 (M + +l, 100%). 

mt&m 3 7 

1 E NMR (400MHz, CDsOD) 8 7.51-7.45 (m, 1H), 7.35-7.24 (m, 2H), 6.96-6.94 (m, 1 
H), 6.86(s, 1H), 5.70 (s, 2H), 4.23 (s, 2H), 3.82-3.56 (m, 3H), 3.57 (s, 3H), 3. 
49-3.41 (m, 1H) , 3. 12-3. 02 (m. 1H), 2.17-2.07 (m, 1H), 1.88-1.62 (m, 3H). 
MS (ESI+) 411 100%). 

[0 2 13] 
##0!!1 

ter t- -73- j (3R) -1- [3- (2-?nn-5-7^*o^ y V )V) -5- * f - + ^ 
Kn-3H--f ^ ^^/[4,5-c] tf U Vf^U *J>-3-4 M #;W*;* - h 

[0 2 14] 
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NHBoc 



OTBS 



HN 



2 (Dit&W (650 mg)l'to7K«(5 mLK V (0.2 mL) VX~2m% 
immWLtzo *kCtzitm*%ML9riu*)i'A>X--m&Ltz^ f'>^- 9 - Trf^ £ 
£CL fcT~6&@#co£j» (210 mg) ^#^o u«M^v^f^^^A7 5 FdOmL 
)i;^L, 2-?DD-5-7*tn^Vi;^7 , D? K(150 L) 1 V ^ A (256 mg) £ 

*n^T, m-u.-?i6ftmmwLfco %.Bmz&zmz-x, Mt^f-^ttffiu ^mm** 

m^d(72 mg)^^T^)Vy r ^tLX^tZo Z- <D QLj&m * ^ 9 J -M3 ml)&~?#:^U ( 
R)-tert-3-^f-^t^V ^">-3-^;v# JWs^ - h (227 mg) fcjjP;^ IOOMMI^ZSESf 

WiWtfco Rj£?«£25rK<£*PfL il£J«iifU ^on^;VA^rin£^ 10%^ 
a-fltffJB v 'J # V)V 9u-? Yr<7-7 4- (£H&& : ^nn*;VA/^ -;v = io/l) 

figt^itCiot, ^^Og^ (68 mg) * Lt#fco 
MS (ESI+) 490 (M++1, 100%) . 

[0 2 1 5] 
##$12 

2-7 U ^E-5- J* f - ;V-1- (2, 3, 5- h 'J -0-t-7 f" ^ v * f - ^ -> U /U- £ -D- 'J*"7 7^yJV)^ 
5 9~ V*[4, 5-c] tf 'J v ^-4 (5H) ✓ 
[0 2 16] 
[ft 7 1] 

o P 



N 
N 




##$] 3 <D\Y&y® (830 Big)(7)y^f;V*^A7 5 K(20 mL)igiftK&ife# 'J <^A(334 mg 
K 18-^9^^-6(43 mg), 3 "Mb.* ^ (224 / uL)^Jp£T25 *CT-6^F^ii^ Lfc 0 EJS 

7j-(mffl^M: ^nn*;^/^;-* = 100/1) ZRl^xmUL, ^M<D^^^)(65 
0 mg) «ltfe@'ffci Lt#/:. 

X H NMR (400MHz, CDCls) S 7.05 (m, 2H), 6.03-6.00 (m, 1H), 4.40-4.33 (m, 1H), 4.2 
8-4.23 (m, 1H), 4.21-4.15 (m, 1H), 3.95-3.90 (m, 1H), 3.87-3.81 (m, 1H), 3.64 (s 
, 3H), 0.99 (s, 9H), 0.95 (s, 9H), 0.78 (s, 9H), 0.18 (s, 3H), 0.17 (s, 3H), 0.1 
3 (s, 3H), 0.10 (s, 3H),0.00 (s, 3H), -0.15 (s, 3H). 
MS (ESI+) 704 (M + +3, 100%) . 

[0 2 17] 
##$13 

2-^n^-l-(2 f 3,5- h 'J-O-t-^f )l/y>f ;V^'J ;i/-/?-D-V ^7 7yy^)^ 5 ^[4,5 
-c]t°'; v^-4(5H)-*> 

ffifE# 2004-31 19840 
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^-~J: 86/ 



[0 2 18] 
Mb 7 2] 

o o 




V .OTBS 

cc 

r OTBS 

>TBS OTBS 

#f ^ 4 W jb^^ (1. 78 g) O f f 7 l; K d 7 7 >(15 mL)i#?££0 t:H^-*PL N n-f^- 
^'Jf--7A(1.58M^^r^>f#f&, 6.1 mL)£$iTU 7lTf TtOtT'ft^ L/: c 1.5P#P^ 
ft, Kfcmm~l,2-iS7u*T F77;l/inx^>(i.i mL)£?&TU fiST^T^ ^ 

3£JKS£?bU SS^y'JA^*7A^n7f^77^- Cg|9itS : ^ n n*;WA/^ 

= 20/1) Kil9ffii£U (940 mg) ^if fegffc LtH/; 0 

X H NMR (400MHz, CDCh) d 7.23-7.13 (m, 2H), 6.06-6.00 (m, 1H) , 4.46-4.39 (m, 1H) 
, 4.22-4.16 (m, 1H), 4.15-4.10 (m, 1H), 3.99-3.92 (m, 1H), 3.90-3.82 (m, 1H), 0. 
98 (s, 9H), 0.95(s. 9H), 0.78 (s, 9H), 0.18 (s, 3H), 0.17 (s, 3H), 0.13 (s, 3H), 
0.11 (s, 3H), 0.00 (s, 3H), -0.15 (s, 3H). 
MS (ESI+) 690 (M + +3, 100%) . 
[0 2 19] 

i-(2, 3, 5- b y -o-t-V^;i/ v ^f;vy <; ;w p -D- *)tfy?s ->;v) w ^ ^ V [4, 5-c] if y v 

^-4(5R)-*> 
[0 2 2 0] 
Mfc 7 3 ] 




^.OAc 

TMS 



OAc 



c 




5 <Dik<&m (1. 81g) , y^f;V75 >(40%7k*t?&, 10 mL)> * / - ;V (20 mL) 

ItntitK*.* aL)fc50%I£ifcicigifc(10 mL) ^*Dx. T25 < CX'» L, 16^HftS 

J6*«[*»flEjfelSLJto h tlfcm&$: * f JV^JVA T 3 K(50 mL)MSa»U t-7*f- 
^^WJ;V^D'J K(3.3 g). >f 5 ^v-;i/(3.8g)£;0nx., 25t:-C72l^iaH*i$Lfc 

^nn^A/^;-* = 20/1) KJ^ffiMU JEMOft^ft (1.79 g) £6 

J H NMR (400MHz, CDCh) 5 8.02 (s, 1H), 7.24-7.20 (m, 1H), 6.81 (d, J = 7. 1 Hz, 1 
H), 5.75-5.71 (m, 1H), 4.35-4.30 (m, 1H), 4.20-4.17 (m, 1H), 4.13-4.11 (m, 1H), 
3.96-3.92 (m, 1H), 3.84-3.81 (m, 1H), 0.97 (s, 9H), 0.94 (s, 9H), 0.76 (s, 9H), 
0.17 (s, 3H), 0.15 (s, 3H), 0.12 (s, 3H), 0.11 (s, 3H), 0.00 (s, 3H), -0.12 (s, 
3H). 

MS (ESI+) 610 (r+1, 100%) . 

[0 2 2 1] 
##^!J 5 

ffisE# 2004-3119840 
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5- ( h V * *f- A* *s V ^if- 2/ -1-4 fr) -1- (2, 3, 5- h V -0-T -fe 0 -D- V 7 7 ^ ~> *0 

[0 2 2 2] 
[ft 7 4 ] 



a*»ffl^T. ###0 6 <D4k&y>J (3. 14 g)©7t h V M25 mL)itt h U^f-M 
(h'J/f;wX)xf^^]y7> (2.9 g)> ^btf^(^>V- h 
243 mg)^j!]nx.T. h * V-r^lOOT^lOtSWaflsLfco R*S#»*-fe 7 4 

^ n-7 f ^5 7 -f - (jgBl^jl : = l/2~0/l)Cii5ilL, IcM 

<D\^% (2. 17 g)*»'fe<0 7 i EJ»' , 7 7;* t btffco 

X H NMR (400MHz, CDCU) 5 7.73 (s, 1H), 6.03-6.01 (m. 1H), 5.53-5.50 (m, 1H) , 5.4 
1-5.37 (m, 1H), 4.45-4.42 (m, 1H), 4.40-4.37 (m, 2H), 2.17 (s, 3H), 2.12 (s, 3H) 
, 2.11 (s, 3H), 0.30 (s, 9H). 
MS (ESI+) 466 (M + +l, 100%) . 

[0 2 2 3] 
###!I6 

5_ 3 - K-l- (2, 3, 5- h V -0-7 -fe f" /? -D- 'J #79^ v ^) 5 7 V~- ;V-4- * ^ * ^ 
75 K 



JEffiSM V^>f-;V(3.5 mLh v3- K^>(25 nL) 100 rKMU 5-7 
5 7-1- (2, 3, 5- h V-0-7-k^;i/-)8-D-'J **7 7^ ~>JVM 5 ^V-;W4-*;V>K^->7 5 
K(2.0 g)^nn^^>(l0 mL)?#$[£?8T^ 100 "CT?1. 5H#H«g#L*:o 
y'J*rjV*7A?n7^77^-(SWI : ^no*W^^;-^ = 100/0-100 
/5)£J:»)$>3- U SI©ft#ft(1.75 g) U iifcltfeHtti: 

J H NMR(400MHz. CDCls) 5 7.97 (s, 1H), 6.02-5.98 (m. 1H), 5.53-5.50 (m, 1H), 5.4 
1-5.33 (m, 1H), 4.46-4.34 (m, 3H), 2.17 (s, 3H), 2.14 (s, 3H), 2.11 (s, 3H). 
MS (ESI+) 496 (M + +l, 67%) . 

[0 2 2 5] 
##00 7 

tert-7'-f-;v |(3R)-l-[3-(2-^nn^>e;;V)-5-^f-;V-4-^-^rV-4,5-vli Kn-3H-W 5 

^y*[4,5-c] tf U v>-2--f ;v] tf^'J y>-3-^ ;v| #/wt.* - > 




[0 2 2 4] 
Mb 7 5 ] 




[0 2 2 6] 
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**— 9 J : 88/ 




o ^ 

NHBoc 

2-7 > n^-3-(2-^nn^>'v;V)-5-^^;l'-3,5-vli KU-4H-W 5 V[4, 5-c] U v> 
-4-*> (51 mg) ©i^>^-*(3iL)j|*i:, (R)-tert-3-7 , f-^kf^y^>-3-'f 

(116 mg) fciniU 100 t C-e$t < t4 3 28NF^PM^t7t 0 RJ&»iftfc25 , Cfc?fr:liP 
It, WEflUSU ^nn*;VA^Di, 10%«7fc*# U * AiilfiliLfco 

(IW. ^na*;vA/>^y-;v = 10/1) tfflUt^iiCiot, 

(ft (49 mg) *&&mfc£ LT#tf: 0 

J H NMR (400 MHz, CDCh) S 7.40-7.38 (m, 1H), 7.19-7.12 (m, 2H), 7.09 (d,J = 7.2 
Hz, 1H), 6.69-6.67 (m, 1H), 6.58 (d, J = 7.2 Hz, 1H) , 5.78 (d, J = 17.0 Hz, 1H) 
, 5.62 (d, J = 17.0 Hz, 1H), 4.94-4.92 (m, 1H), 3.78-3.73 (m, 1H), 3.57 (s, 3H), 
3.40-3.37 (m, 1H), 3.03-2.98 (m, 3H), 1.76-1.46 (m, 4H), 1.42 (s, 9H). 
MS (ESI+) 472 (M + +l, 100%). 
[0 2 2 7] 
8 

2-/n^-3-(2-^ uu^.y v?;v)-5-* f-;V-3, 5-v Kn-4H-W 5 ^!/[4. 5-c] Vf V v >-4 

[0 2 2 8] 
[ft 7 7 ] 

O O SEM 




SEM 



^t«9 0^k#t«l OflMfr&Wfcifr&'U (171 mg) Srv^fJWt;VA 

rl K(5 mL)fc**»U R^*'; ^A(103 mg)> 18-* 9 •> >-6(15 mg), 3«Mb*f-M9 

2 »D«rjnx.-c^ia-c2B#^m^Lfeo TK^Jn^T^m^^^ttm u m®m**-?&& 

U tttb^Atm »ff«»L7to nhtLtztm**-* y-;Ki8 bL) 

fc**U 4N£Bt(24 mL)&im;iT80t:T?1.5l$m«#Lfco *Cfcit***flJt 

*H NMR (400 MHz, DMSO-de) $ 7.51 (d, J = 7.2 Hz, 1H), 6.56 (d, J = 7.2 Hz, 1H), 
3.55 (s, 3H). 

MS (ESI+) 228 (M + +l, 100%). 

«v>T*4ft»«y>^^*^ A 75 K(5 mL)itFiftfc#tife*y *>A(152 mg), 2-^nn 

^>y>yn? K(88^L)£Jrax., 25 t C-ei4B#lM#L7 v Co EU&&fott*tiaZ.-C&& :c - 

&JU/*/*9 J-fr = 10/1) TflfSi - * - £ i'i^^ *JHO 1 WW (51 rngJ^S-fe^^t 

*H NMR (400 MHz, CDCh) 5 7.43-7.41 (m, 1H), 7.24-7.13 (m, 2H), 7.13 (d,J =7.2 
Hz, 1H), 6.65 (d, J = 7.2 Hz, 1H), 6.47-6.45 (m, 1H), 5.92 (s, 2H), 3.59 (s, 3H 

ffiiE# 2004-3119840 
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^-y : 89/ 



). 

MS (ESI+) 352 (M + +l, 85%). 

[0 2 2 9] 
##00 9 

2-7*n^-3-|[2-( h U ^f^y'J^x f^fy]^f JH-3,5-yt Kn-4H--< 5 ^V[4,5-c 

[0 2 3 0] 
Ut7 8] 

O SEM O ^SEM 

— - "6>*. 

mm^m%T, 3-|[2-(h 'J ^ f JV y 'J ;v) x h ir y ] ^ f -3, 5-y t Kn-4H--f 5 ^ 
^[4, 5-c] fcf U v >-4-* > (119 mg) Of > 7t Kn77/(5 mDMBtML, n 
-7f->w; f7A(0.8 mL, 1.58M^^-9->M)^fSTLT0 "Ct?l. 5R#IBI!ft# Lfco Mv> 
Ul,2,2-y7*D ; E7b57;i/*nx^y(0.16 mL)*iPx., 25 "CT'5Bf L£ 0 £ 
JBmtGL ^ffrfait'ffc T y * - -7 A 7Ki#?& £ jJDx.T;7nn*;l/Attmu ;pr#Jf £3&fD:fc&7k 

y&pu-? h ifv 7 <i -(MPSM : 7nD*;i/A/^^;-;v = 20/1) "CftM U 

X H NMR (400 MHz, CDCb) 8 11.05 (bs, 1H), 7.13 (m, 1H), 6.70 (d, J = 7.0 Hz, 1H 
), 5.93 (s, 2H), 3.72 (t, J = 8. 2 Hz, 2H), 0.93 (t, J = 8. 2Hz, 2H), 0.04 (s, 9H) 

• 

MS (ESI+) 344 (M + +l, 100%). 

[0 2 3 1 ] 
###!) 1 0 

2- 7*n^-l-|[2-( h V *->U|-l,5-i>l£ Kn-4H-^f 5 ^V[4,5-c 

]tf y v>-4-^-> 

[0 2 3 2 ] 
Ut7 9] 

hn 5o — - <x>* 

SEM SEM 

###|1 1 <Dlk&%d*&%:WMt IT, ###!)9 t|WI/itc7)7jfeT% mmoit^m (95 m 
g) £r&5tfe@#:i: LT#7c 0 

X H NMR (400 MHz, CDCb) 12.63 (bs, 1H), 7.33 (m, 1H), 6.54 (d, J = 7.0 Hz, 1H 
), 5.48 (s, 2H), 3.57 (t, J = 8.2Hz, 2H), 0.91 (t, J = 8. 2 Hz, 2H), -0.04 (s, 9H 

). 

MS (ESI+) 344 (M + +l, 100%). 
[0 2 3 3] 
1 1 

3- {[2-( h U ^f;Vv";^)x b+y]^f;v|-3,5-yH Kn-4H--f 5 ^V*[4, 5-c] fcf V 

i-|[2-( > y ^ f-;w>y h ^v^^l-i.s-vvi kd-4h-^ 5 ^^[4,5-c] tf y v > 

[0 2 3 4] 



miE# 2004-3119840 



$M. 2 0 0 3 - 3 9 6 2 4 2 *J • 90/ 



[lb 8 0 ] 

CI O SEM O 



N SEM 



5 >(480 mg) tg^fft^J. b * W -5^(15 mQfcijnx-t^ £ 
taci-e 4-* n n-lH->f 5 ^V*[4, 5-c] fcf U v > <Dm^.^ (400 mg) SrHfeHte fcU 

J H NMR (400 MHz, CDaOD) 5 9.45 (s, 1H), 8.51 (d, J = 5.9 Hz, 1H), 7.94 (d, J = 

5. 9 Hz, 1H) . 
MS (ESI+) 154 (M + +l, 100%). 

£<O@4fc(220 mg)Kmm/^ ^y-^mWL(25 mU ^^y-/Ujft^80-90%)*HPx., 30 

1 H NMR (400 MHz, CD3OD) * 9.40 (s, 1H), 7.58 (d, J = 7.2 Hz, 1H), 6.87 (d, J = 

7. 2 Hz, 1H) . 
MS (ESI+) 136 (M + +l, 100%). 

2im&m%TV* 7 5 K(15 mL) b V * A (134 mg, 60%i4tt) * 

tDx.^ MM*-15 tlfc^iPLfco *-£K3,5-S>fc Kn-4H-^?^Vl4,5-c]tfV^>-4- 

(360 mg) *jbn^"C^»-e30«-raa^t. iV^M^b^fJV^V^ih^ 
v> * > (0.550 mL)£$jTm, £i&-C20l$H*#Lrt:o RJ&i&ifcfci^&tl*.-*:* nn*;v 

AtifflU tefl:fcifcdt-cifeit>-U ffiBftf- b y a %jltt«£aUS 

= 20/1- 10/1) tilt 3- 1 [2- ( f 'J > f ;v v V ^) ^ f ^ -> ] ^ ^ -3, 5- y t 

KU-4H--T 5 ^V[4, 5-c] t? V 9 J >-4-* > (119 mg) 1- |[2-( b 'J * v U to)*- b * ~> 
]^;vt-l,5-v^ Kn-4H-W ^ ^V[4,5-c]tf V >>;y-4-*> (113 mg) £^*L-Fti6feS 

3- 1 [2- ( b y ^ ">U *0 J- b * v] * >W -3, 5- v t F u -4H->f 5 ^ V [4, 5-c] H U V > 

*H NMR (400 MHz, CDCh) 5 11.49 (bs, 1H), 8.03 (s, 1H), 7.16 (m, 1H), 6.77 (d, 
J = 7.0 Hz, 1H), 5.91 (s, 2H), 3.66 (t, J = 8.2 Hz, 2H), 0.93 (t, J = 8.2 Hz, 2H 
) , -0.04 (s, 9H). 
MS (ESI+) 266 (M + +l, 100%). 

l_|[2-( h ij >f;Vy'J *0-xb >H-l,5-yfc b*n-4H->f 5 ^V[4,5-c] tf U v > 

-4-*>: 

J H NMR (400 MHz, CDCh) § 10.97 (bs, 1H), 7.84 (s, 1H), 7.21 (m, 1H), 6.56 (d, 
J = 7.1 Hz, 1H), 5.45 (s, 2H), 3.51 (t, J = 8.2Hz, 2H), 0.90 (t, J = 8.2 Hz, 2H) 
, -0.03 (s, 9H). 
MS (ESI+) 266 (M + +l, 100%). 

[0 2 3 5] 
###U 1 2 

2-* n n e U V >-3, 4-vT 5 > 
[0 2 3 6] 
Hfc8 1] 

— ~ &: 
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_!#H$V,T\ M^(II)(8.6 g)?)^ h*i/^*>-(200 mUM^zkig-T-^P* 
, t-'^^y* U *A(28 g)=£ri>L-roJnx.7to i©»2-?no-3-- f nf'J y>( 
10 g) ho-^f^tKn^y;V7^IiI(7.9g)<oy^W^**t^ K(25 mL)/ 
h^v^^>'(25 mL)Y#&£?$TL, SzS-eSOBf^W U^o Kt&MftT 

>/|^jn^;V=5/l~2/l)-efflML7t:o *1&J»(2.43 g)<75^*y-M50 mLm?«&ft 
>(III)(65g, 20%tM§I&)<£>p { ?y-;v(50 oiL)^("iTL, ^ratr2^F^m#L^ 

o ejs?#«7M^£\ 3m*mi- f'jvA ^-m^^^^^ib^^ < * -can 

v <7 A -ei£^ %m MiLfco ^y'J*^*7A^nvb^97^- 
^nn*W/^;-* = 30/1- 10/1) tffl[»Liai©l «J%(1.4 g) 

*H NMR (400 MHz, CD 3 0D) S 7.41 (d, J = 5.4 Hz, 1H), 6.56 (d, J = 5.4 Hz, 1H). 
MS (ESI+) 144 (M + +l, 100%). 
[0 2 3 7] 
1 3 

*f-to 2-l(3R)-3-[(tert-7-h *y*W-^)75 >>] tf^V ^>-l-W ;V}-3-(2-* nn 
^> i^)-5-^ ^;V-4-** V-4.5-VH Kn-3H--f ^ ^V*[4,5-c] tf 'J y>-6-*>M** ~> 

[0 2 3 8] 
[ft8 2] 



HO 



J X NHBoc £ ► 



##f?!ll 7<&ft£-ft(2.00 g). * A (1.38 g)O^W;^7 5 K(30 mL) 

«t:3 7jh^f^(1.25 mL)*ill;LT. 25 1CT?16II*W8M$ Lfco RJ&fS'WKTk^nx. 

^EIlLfco »it5"J*m5A^O , rl>^77'f-(*l»i:^t>/ 
f{=^c^;V = l/l)-C«ilLUfl©@(l5W(1.3 g)Srafe7^7T^i:Uftfco 
X H NMR (400 MHz, CDCh) S 7.42-7.38 (m, 1H), 7.34 (s, 1H), 7.23-7.12 (m, 2H), 6 
.70-6. 64 (m, 1H) , 5.79 (d, J = 17.0 Hz, 1H), 5.63 (d, J = 17.0 Hz, 1H), 3.93 (s, 
3H), 3.84-3.72 (m, 1H), 3.72 (s, 3H), 3.45-3.38 (m, 1H), 3.09-2.95 (m, 3H), 1.84 
-1.52 (m, 4H), 1.42 (s, 9H) . 
MS (ESI+) 530 (M + +l, 100%) . 

[0 2 3 9] 
###IJ 1 4 

3-('J^ ^7^)7"nt> 2- |(3R)-3-[(tert-y h * v * ;V**~;V) 7 5 J ] V 2> > 
;v} -3-(2-^ Dn^/"^)-4-**V-4,5-yii Kn-3H--f 5 *V[4,5-c] t? U v >-6 

[0 2 4 0] 
[ft 8 3 ] 




HO^J^^-fcf \ / A NHBoc 

J NHBoc 



1 7 coft-» (100 mgK 3--7ifA-7 5 y-i--/n/-?y -;v(45 //L), 1-fc Kn 

ffilE# 2004-3119840 
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^-vl 92/ 



^fy'X/'Vf'JT 7— ;v (40 mg) , l-J^;i/-3- (v^ f-A'T 5 / -fn fc? 

5 K • £gfctt(50 mg), h 'Jif^T? >(84 ^L)©'>'^W^75 K(2 mL)m 

*^v*7A^nTh^77^-(Iliil: ^nn*jl/V>^-* = 20/1) "CAMR L 
*^Oilftt/(27 mg)*&&T*)Vy r At LTUfco 
MS (ESI+) 615 (M + +l. 100%) . 
[0 2 4 1] 
1 5 

2-***»J ^-4-W 2-|(3R)-3-[(tert-7 ^y*W-JV)7 5 y]tf^U v>- 

1. .3.(2- ^ n n ^ > y';i/)-4- 1 + V-4, 5-y t Kn-3H--f 5 ^7[4,5-c] U v>-6- 
***'JfyV- h 
[0 2 4 2] 
Hfc8 4] 




NHBoc 




HO 



1 7 4>4frfr<MKl00 mg), N-(2-fc Kd^ yxf ;v)^;v*'J > (36 ^L), 1-fc K 
n^y^y/>iJ7v*-^(40 ig), l -je.?-/]/- 3 - (S?^ f-;VT 5 y -fu tf ;V) 
^v-f 5 K • &&:£(50 mg). h U xf*7 5 > (84 fiDW* f;^t;U7 5 K(2 mL) 
25 < C-ei6B#IBimH$Lfco RJE&tB^*K**inix.t:ftlfti^^"CWimL, 

V * 7A^D7^77^- (am mM : * n n* ? y - ;v = 20/1) -eiM 

LR®£>@#Jt)(35 mg)£6fe7^V77*t LT#fc 0 
MS (ESI+) 615 (M + +l, 100%) 

[0 2 4 3] 
##^J 1 6 

^ f - ;v 2-1 (3R) -3- [ (tert- T h * v * - /U) T 5 J ] tf ^ 'J 3> > -1- M -3- (2- * n u 
^y^jV)44JfV4,5-yt Ktt-3H-W 5 ^7[4,5-c] IfV y>-6-*^#*5/ V- h 
[0 2 4 4] 
UtS 5] 



CH30 



NHBoc 




NHBoc 



##0B 1 7©M(1.4 g)<£M */-M25 mL)»iS^l-Vi Kn + i/^J"/ h 'J 7 7- 
;V(555 mg), (V^f^T^^yn^) j&TUaKeM 5 K • fflBfctt(695 

mg). ^ipx.T25 *c-ei4«FW«#Lfco te?l^%i~7k£fln;t U 

^">V*m5A^nYh^77^-(Wi: ^.df^>/B^jr,^;v = l/l)-^ 
L*«© B Wife (1-01 g)5-fife7^77^i: fC#fc 0 
X H NMR (400 MHz, CDCh) $ 7.61 (s, 1H), 7.45-7.38 (m, 1H), 7.26-7.13 (m, 2H), 6 
.76-6. 69 (m, 1H). 5.85 (d, J = 17.0 Hz, 1H), 5.68 (d, J = 17.0 Hz, 1H), 3.82-3.70 
(m, 1H), 3.49 (s, 3H), 3.49-3.40 (m, 1H), 3.10-2.98 (m, 3H), 1.87-1.53 (m, 4H), 
1.43 (s, 9H). 
MS (ESI+) 516 (M + +l, 31%) . 
[0 2 4 5] 

ffiiE#2 004-3119840 
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^-v: 93/ 



##08 1 7 

2- |(3R)-3-[(tert-^ h ii )V^=-)V) 7 5 -/ ] \£<* 'J S> J'-l-W M -3- (2-^ n n ^ y V 
A/)-4-*#y-4,5-^t K n -3H- "f 5 ^V[4, 5-c] t: V ^/-6-**#/ 
[0 2 4 6] 
Hfc8 6] 

Ci, 

o 





°\Cn • J&K} 

NHBoc 

##011 8<^-fb^-t?(l2.7 g), 2-7-bF75 U ^M4.7 gK ^>y^b 

|JxW>*-«>A^ni; K(4.9 gK US***-*" h U ^A(3.6 g)(Oy7f ;^;H7 
5 K(65 ifc)»«fcBMt*9 5>*A(II)(974 mg) * in x. T > 80 tf4^p B 1iDiftjf Lfco 

^-(IltliA^tV/fSxf^ = 3/1-0/1)-?*!* U (10.3g)£ WfeT 

^;V7tX t L"r#fc[MS (ESI+) 604 (M\ 52%) ] 0 (10.3 g) , *-9 J-friS 

0 mL)> tf^AxfJfyK (21« J. * 7 - /H£»U 29 mL) ?>^?££80 TCCiHUfe «^ L 
o 4B#TO25 TCt^ifePU 1 NTKm'fbi- h V * A**fc(15 mL) ££nx.T50 "C-eiBfKW 
Ltzo 25 TCfc#iP&, fcmm&it 7 > * - * A 7M#«in *. TpH * 7-8 U 

*H NMR (400MHz, CDCls) 5 7.61 (s, 1H), 7.47-7.40 (m. 1H), 7.29-7.11 (m, 2H), 6 
.75-6. 66 (m, 1H), 5.85 (d, J = 17.0 Hz, 1H), 5.68 (d, J = 17.0 Hz, 1H), 3.82-3.70 
(m, 1H), 3.50-3.39 (m, 1H), 3.11-2.98 (m, 3H), 1.87-1.53 (m, 4H), 1.43 (s, 9H). 
MS (ESI+) 502 (M + +l, 38%) . 

[0 2 4 7] 
###B 1 8 

xf-^ 2-|(3R)-3-[(tert-"/ h * ;V**-;V) 7 5 J ] fcf^'J W-l-A M -l-(2-? u u 

K-lH-'f 5 ^y-;v-5-*;v**^r'> v- h 

[0 2 4 8] 
[it 8 7] 





NHBoc 



##00 1 9 0>{k&to(.2O g)> ffiWSK V^>^;V(28 mL), *J3- K> * >(33 mL)<7> h 

;i/i^(2oomL)M^8o r-c3i$winif&*# L?to EU&fc. KBm&yozmmi&ffi u % 

St* vU *y;v*7A^nT b ^7 "7 -(M^§?#8£ : ^^r-^^/ll^f-^ = 5/1-1/1) 

J H NMR (400 MHz, CDCh) 7.42-7.35 (m, 1H), 7.23-7.13 (m, 2H), 6.62-6.55 (m, 1 
H), 5.51-5.37 (m, 2H), 4.18 (q, J = 7. 1 Hz, 2H), 3.80-3.69 (m, 1H), 3.32-3.23 (m 
, 1H), 2.97-2.84 (m, 3H), 1.80-1.45 (m, 4H) , 1.42 (s, 9H), 1.18 (t, J = 7. 1 Hz, 
3H). 

MS (ESI+) 589 (M + +l, 46%) . 
[0 2 4 9] 
1 9 

jl?-)], 4-7 5 y-2-|(3R)-3-[(tert-y h*v#;Wl?-;V)T^ y]t?^'J *J>>-i-s( 

mSE#2 004-3119840 



2003-396242 ^- v : 94/ 



[0 2 5 0] 
Mb 8 8] 




S Or — - Eto \yo 

f Y ^NHBoc H 2 N N N — V 

B0 A^ 0 NCN " NHBoc 

xh7t:FD7v> (223 mL) KSiBLT**^ h V * A (60%, 2.01 g) £*nx-. 30^^ 
tt#Lfco KJSftfcJ^* N-[(Z)-|(3R)-3-[(tert-^h^->*;V 5 K-;V)T5y]tf^j; 
^"y-i-^ )V\ (->77 W* 5 ;)^fjV]-H-(2-^nn^>^^)7'J v*- h (16.0 g)Orb 
5t Kn7 9>»«(100 mL)«rOTC-einx., M.-e2fl#IW8£#Lfco RJ&fcfcOtKUfriaiL 

SlOlMiCf^l (16.7 g) £#£o 
J H NMR (400 MHz, CDCh) 8 7.39 (dd, J = 1.6, 7.7Hz, 1H), 7.23-7.18 (m, 2H), 6.8 
1-6.76 (m, 1H), 5.31 (s, 2H), 5.23-5.03 (m, 1H), 4.12 (q, J = 7. 1 Hz, 2H), 3.82- 
3.77 (m, 1H), 3.38-3.33 (m, 1H), 3.05-3.00 (m, 3H), 1.80-1.75 (m, 2H), 1.62-1.57 

(m, 2H), 1.41 (s, 9H), 1.02 (t, J = 7. 1 Hz, 3H) . 
MS (ESI+) 478 (M + +l, 100%) . 

[0 2 5 1 ] 
###J 2 0 

x.T)V N-[(Z)-l(3R)-3-[(tert-y b^'/*^^)75 y]tf^U *J>-l-4 M {*/T J 
■i \ ;)^f;v]-N-(2-^nn'<>'y;v)^ , J s s*~- \ 
[0 2 5 2] 
Mb 8 9] 



1 O r^«A»„ NCN 



NHBoc 

EtO O L 

EtO^O 

xfA/ N-[(E)-{(3R)-3-[(tert-y>^v*^^-^)T5y]tr^U M (v7 

y'f 5 7)^f;l/]^'Jy^-h (21.0 g)07-bf"F'J ^»Sfc(113 mL) \,zM®TC2-^ n n 
^yy'^n? KQ8.3 g)> ^m*U^A(24.6 g)££nx-^ 70 tt2Pfn«#t^o 

(JRHfcfc: ^^^VR***"*' = 2/1-2/3) T?$MII-«MRU (16.3 

g) *»fco 

*H NMR (400 MHz, CDCh) 8 7.45-7.40 (m, 1H), 7.34-7.29 (m 3H), 4.63-4.58 (m, 2H 
) 4.22 (q, J = 7.1 Hz, 2H), 4.03-3.98 (m, 2H) , 3.76-3.71 (m, 2H), 3.54-3.25 (m, 
4H), 1.95-1.90 (m, 2H), 1.71-1.59 (m, 2H), 1.44 (s, 9H), 1.29 (t, J = 7.1 Hz, 3 
H). 

MS (ESI+) 478 (M + +l, 82%) . 

[0 2 5 3] 
##M2 1 

xf ;V N- [ (E) - 1 (3R)-3- [ (tert-y h * *y iJ * *) 7 5 J ] fcf ^ V 3> *-l--f ;W ( -> T / 
[0 2 5 4] 



ffifE# 2004-3119840 



#M 2 0 0 3-3 9 6 2 4 2 s<—Z? 95/ 



Mb 9 0 ] 



fY°Y°Y^ — - r vOr NHBO c 

KJ NCN KJ L Ln 



EtO 

y'7x-jl/ V7V>f3 K#-sK*- h (86.8 g)<7)2--7' , n/\ o y (1.46 Die 
^^^(^-tert-S-^f-^tT^'J >u*>l"t*- h (73.0 g) fciJD*.* 

ia-T?30#W«#Lfco £J£?&£50 tt:#zat, ^ U -»xf ;vxxt ;«S(254 g)> 
h i;jc^;1/T5 >(254 mL)£2ra;i> $ G> fc#fi LTRJ35ffc*8(rc-T?6l$IH]«# Lfco MM 

TffeW.* V V A tin*., WTJ^'JttU ?nn*/i/AT?2|gttHiLfco 

'jA^*5A^D7b^7^- (SH^il: ^*t>/»»if-* = l/i-o/i) -e 

#lt-»»U (133 g) ^7^7 7^ar#L 

J H NMR (400 MHz, CDCh) 5 5.61 (brs, 1H), 4.66 (brs, 1H) , 4.24 (q, J = 7.1 Hz, 

2H), 4.25-4.20 (m, 1H), 3.78-3.37 (m, 5H), 1.98-1.93 (m, 1H), 1.85-1.80 (m, 1H), 

1.71-1.66 (m, 2H), 1.45 (s, 9H), 1.30 (t, J = 7. 1 Hz, 3H). 
MS (ESI+) 354 (M + +l, 20%) . 
[0 2 5 5] 
2 2 

tert- ft ;V | (3R) -l-[3-(2-^nn^> V ;V ) -4- * * V -5- (2- *^fV-2-7x-;Vxf jV) 
-4, 5- y K n -3H- -i 5 ^ V*[4, 5-c] fc? 'J v >-2--f >W] tf ^ U v >-3--f >H * -/^ - h 
[0 2 5 6] 




»4rH3 ^rxM-Q 




NHBOC NHBoc 



##01 2 9 <n>\\&m (53 mg). 7xf 7*n 5 K (26 mg) > fikWiJi 'JfA (50 mg) O v 
^f;i/*;VA75 K(1.5 mL)igifc*M-C6B#IBI*# Lfco Rfi&L. Rm&&mi~fr*M 

tv/fttif-^ = Vl~0/l)^*MSL^«£>SBj4fe(52 mg) * )V y r X b LT# 

a H NMR (400 MHz, CDCh) * 8.05-7.98 (m, 2H), 7.63-7.57 (m, 1H), 7.52-7.43 (m, 2 
H), 7.40-7.32 (m, 1H), 7.21-7.10 (m, 2H), 7.03 (d, J = 7.2 Hz, 1H), 6.75-6.70 (m 
, 1H), 6.68 (d.J = 7.2 Hz, 1H), 5.74 (d, J = 17.0 Hz, 1H), 5.61 (d, J = 17.0 Hz, 
1H), 5.42 (s, 2H), 3.86-3.71 (m, 1H), 3.41-3.32 (m, 1H), 3.09-2.91 (m, 3H), 1.8 
2-1.53 (m, 4H), 1.43 (s, 9H). 
MS (ESI+) 576 (M + +l, 100%) . 

[0 2 5 7] 
##M2 3 

[2-i(3R)-3-[(tert-y h*'>*>l"K-^)T5 /]tf^U 9 JS-l-4 ;W-3-(2-*n 
n^>yjl/)-4-**V-3,4-yi: Kn-5H--f § ^V[4,5-c] tf y y>-5->f ;V]T-fe-r- > 
[0 2 5 8] 



ffiiE# 2004-3119840 



#M 2003-396242 



^ - V : 96/ 



[ft 9 2] 



. X) 



EtO 



NHBoc 




NHBoc 



###12 2 ff|«|$>3rfeT\ ^MOft^%(121 mg)£^J&L;fco 
*H NMR (400 MHz, CDC1 3 ) 8 7.42-7.35 (m, 1H) , 7.22-7.10 (m, 2H), 7.02 (d, J = 7. 
2 Hz, 1H), 6.71-6.68 (m, 1H), 6.63 (d, J = 7.2 Hz, 1H), 5.75 (d, J = 17. 0 Hz, 1H 
), 5.61 (d, J = 17.0 Hz, 1H), 4.68 (s, 2H), 4.21 (q, J = 7. 2 Hz, 2H), 3.86-3.71 
(m, 1H), 3.41-3.32 (m, 1H), 3.06-2.94 (m, 3H), 1.80-1.49 (m, 4H), 1.43 (s, 9H) , 
1.25 (t, J = 7.2 Hz, 3H). 
MS (ESI+) 544 (M + +l, 100%). 
[0 2 5 9] 
2 4 

ter t- )V ( (3R) -1- 13- (2-^oo^^ v )V) -5- [2- (2- * h^->7x-JV)-2-t^rVxf 
;i/]_4_3-dry_4,5-v-fc Kn-3H-^f 5 ^V[4,5-c] tf U v>-2--f ;V| tf^U v>-3--f A>) * 

[0 2 6 0] 
[ft 9 3] 



a 




NHBoc 




CH3O 



###!]2 2 fc|WJ#^^ftT% *m^ft^(86 mg) *&J&Ltz 0 
*H NMR (400 MHz, CDCh) 8 7.95-7.89 (m, 1H) , 7.66-7.57 (m, 1H), 7.40-7.32 (m, 1 
H), 7.20-7.11 (m, 2H), 7.05-6.95 (m, 3H) , 6.74-6.69 (m, 1H), 6.66 (d, J = 7.2 Hz 
, 1H), 5.75 (d,J = 17.0 Hz, 1H), 5.61 (d, J = 17.0 Hz, 1H), 5.34 (s, 2H), 3.96 ( 
s, 3H), 3.85-3.73 (m, 1H), 3.41-3.32 (m, 1H), 3.08-2.95 (m, 3H), 1.83-1.55 (m, 4 
H), 1.43 (s, 9H). 
MS (ESI+) 606 (M + +l, 100%). 

[0 2 6 1 ] 
##M 2 5 

ter t- -ff- ( (3R) -1- 13- (2- ^ n n ^ > *J ;v ) -5- [2- (3- ^ h * is 7 ^ - )V) -2- * * V f- 
;i/]_4_^-dry_4,5_y \± Kn-3H-^f 5 ^V[4, 5-c] \£ 'J v>-2--f M tf^U 'J>-3-^ fr)* 
- h 
[0 2 6 2] 
[ft9 4] 

a ^?v, 0CH3 Cl 



to-* 



Q 




NHBOC 



NHBOC 



###)2 2 ^M<^ft^(71 mg)£^L£o 

X H NMR (400 MHz, CDCh) 5 7.63-7.53 (m, 1H), 7.53-7.51 (m, 1H), 7.42-7.34 (m, 2 
H), 7.23-7.10 (m, 3H), 7.02 (d, J = 7.2 Hz, 1H), 6.74-6.69 (m, 1H), 6.68 (d, J = 
7.2 Hz, 1H), 5.74 (d, J = 17.0 Hz, 1H), 5.60 (d, J = 17.0 Hz, 1H), 5.40 (s, 2H) 
, 3.83 (s, 3H), 3.83-3.72 (m, 1H), 3.43-3.35 (m, 1H), 3.08-2.93 (m, 3H), 1.75-1. 
49 (m, 4H), 1.43 (s, 9H). 

tBiE# 2004-3119840 



#M 2003-396242 



^-v: 97/ 



MS (ESI+) 606 (M + +l, 100%) . 
[0 2 6 3] 

##$J 2 6 

tert-y ;v { (3R) -1- [3- (2- * n n ^ > v?;l/)-5- (1-^ ^-2- t*V-2-7x- ^if 
_4_** v-4, 5-v 5 rv*te,5-c] tfU v>-2--f Vf v>-3->f >U| 

[0 2 6 4] 
lit 9 5 ] 



a 




HN 



6ck> 




NHBoc 



N V — ( 

NHBoc 



##$J2 2 i:|W|«0^fe-e, MOft^ (78 mg)*'frjftLfco 
*H NMR (400 MHz, CDCh) 5 7.97-7.92 (m, 2H), 7.56-7.49 (m, 1H), 7.45-7.32 (m, 3 
H), 7.28-7.18 (m, 1H), 7.17-7.09 (m, 1H), 7.07-7.00 (m, 1H), 6.67-6.58 (m, 2H), 
5.85-5.72 On, 1H) , 5.69-5.58 (m, 1H), 4.99-4.88 (m, 1H), 3.82-3.71 (m, 1H), 3.41 
-3.31 (m, 1H). 3.04-2.93 (m, 3H), 1.79-1.48 (m, 4H), 1.62-1.61 (m, 3H), 1.42 (s, 
9H). 

MS (ESI+) 590 (M + +l, 100%). 
[0 2 6 5] 
2 7 

tert- y * ;v I (3R) -1- [3- (2- * n a ^ > v -4- ^ V -5- (2- 7 x 7 * ~> x. f - ;i/) -4, 5-v 
t: Kn-3H->f 5 ^ V[4, 5-c] M U S> ^-2-4 >V] if ^ V v> >-3->f >U| * - h 

[0 2 6 6] 
Ut 9 6 ] 




a' 



NHBOC 



NHBoc 



##00 2 2 IW fEao^® (47 mg) fc^jS L fc„ 
: H NMR (400 MHz, CDCh) 8 7.42-7.35 (m, 1H), 7.31-7.08 (m, 5H), 6.95-6.88 (m, 1 
H), 6.86-6.78 (m, 2H), 6.70-6.63 (m, 1H), 6.60-6.57 (m, 1H), 5.75 (d, J = 17.0 H 
z, 1H), 5.61 (d, J = 17.0 Hz, 1H), 4.37-4.34 (m, 1H), 4.25-4.22 (m, 2H), 3.82-3. 
71 (m, 2H), 3.41-3.32 (m, 1H), 3.03-2.90 (m, 3H), 1.78-1.49 (m, 4H), 1.42 (s, 9H 

). 

MS (ESI+) 578 (M + +l. 100%). 

[0 2 6 7] 
##M 2 8 

[2- 1 (3R)-3-[(tert-7 h * *sU /Hi?-*) 75 7]^'J V >-l-4 M -3-(2-? uu^yi? 
;t/)-4-**y-3.4-5>fc Ko-5H--f 5 ^V[4, 5-c] \£ V v^-5-^KlP 
[0 2 6 8] 
[ft 9 7 ] 



NHBoc 



##08 2 3 <7><b^ 



(73 mg)£^*y -;V(2 niL)Cft*U 1 NT^t^ h 'JfAM 

J±iiE# 2004-3 1 19840 



#M 2003-396242 



^-vl 98/ 



MS (ESI+) 516 (M + +l, 100%). 
[0 2 6 9] 
2 9 

j(3R)-l-[3-(2-^nn^>v?;i/)-4-^-^ v4,5-v't: Kn-3H--f 5 ^V[4,5-c 

] \£ U v >-2--f ;V] tf^U v >-3-^ /u| * ;W*>< - h 
[0 2 7 0] 
Hfc 9 8 ] 

NHBoc NHBoc 

###l)3 OtfMb^tKl.8 gK yVfJVT 5 > (40%7M#?£> 17 mL), .x * / - ;l/ (25 mL 
)?>«£*- b * 80 °CT-4B#^m#b/io £Ok?I/§-%£25 "CK^iPU ^JE 

1 K NMR (400 MHz, CDCla) 5 7.42-7.38 (m, 1H), 7.22-7.10 (m, 2H), 7.01 (d, J = 7. 
1 Hz, 1H), 6.73-6.68 (m, 1H), 6.61 (d, J = 7.1 Hz, 1H), 5.76 (d, J = 17.0 Hz, 1H 
), 5.62 (d, J = 17.0 Hz, 1H), 3.83-3.72 (m, 1H), 3.43-3.35 (m, 1H), 3.08-2.94 (m 
, 3H), 1.82-1.49 (m, 4H), 1.4 (s, 9H). 
MS (ESI+) 458 (M + +l, 100%) . 

[0 2 7 1 ] 
###0 3 0 

tert-7^;V ((3R)_i-|5-(T^ J # ;v**-;i/)-l-(2-^ n >Ol/)-4-[( h V * ■f-Jl^i/ 

ij ;i/)^-;i/]-iH-^ 5 ^y-;v-2--f M tf^'J v^-3-^ ;V) #;W*-* - h 

[0 2 7 2] 



Kb 9 9] 

CI 




CI 

n 




NHBOC 



_i»l^T, 3 1 (£-ffc£-%(368 mgK h U ^ f-MC h V :/*->kXX) 

~> 7 > (382 mg) O T -te h - ;Vi#?£(3 mL) K^-fb (^ > V- h V '<7V^ (II) 
(38 mg)^iPx.-C80 t^WLfco Rj£rJ^-%£25 ^CK^PU -t 9 W h 
^ifcfci"; #^;v#7A^a-7 > /7 7-f-(IiiilI I ^^V/fifcHfe^* = 3/1-1/ 
l)-e#?tffiMLs ^^^(257 mg)£6fe@#^ L--C#£o 

a H NMR (400 MHz, CDCb) 5 7.40-7.34 (m, 1H), 7.23-7.12 (m, 2H), 6.60-6.54 (m, 1 
H), 5.65(d, J = 17.0 Hz, 1H), 5.55 (d, J = 17.0 Hz, 1H), 3.81-3.70 (m, 1H), 3.40 
-3.32 (m, 1H), 2.91-2.78 (m, 3H), 1.79-1.47 (m, 4H), 1.42 (s, 9H), 0.27 (s, 9H). 
MS (ESI+) 530 (M + +l, 86%) . 

[0 2 7 3] 
##$]3 1 

tert-zff-JV j(3R)-l-[5-(7^*;V**-;V)-l-(2-^nn/<>^;i/)-4-3 - K-1H-W 5 
[0 2 7 4] 

ffiSE# 2004-3119840 
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ao 



Mb i oo] 



M-q — -*yy<i 



NHBoc NHBoc 

##01 1 8 <Dft&VB (7. 0 gK 1 Nfrmti- h U * A (20 mL) > .x * y - ;V (50 mL) <7)?# 

WJEiftlSLfco #<biL^^ffi^^^^;l/*;VAT 5 F(100 mL) Kigftf* L. 1-tK 
a^-i/^^Vh U TV— ;V(3. 1 gK 1 - 3 - ( 5 y yn ii )V 

^ |? . ^^(3.8 gK h 'Jxf;l/7? >(8.8 mL), &fb7 A (1.2 g)£Sn 

<&3ftI«*t?tife^L, h 'J * A ^EfflU ffiiits 5c®<£>Sl»(6 

.54 g) * * * y tZs t Lt#/;o 

*H NMR (400 MHz, CDCh) 5 7.40-7.34 (m, 1H), 7.22-7.13 (m, 2H), 6.71-6.65 (m, 1 
H), 5.58(d, J = 17.0 Hz, 1H), 5.51 (d, J = 17. 0 Hz, 1H), 3.80-3.71 (m, 1H), 3.31 
-3.23 (m, 1H), 2.92-2.81 (m, 3H), 1.81-1.49 (m, 4H), 1.42 (s, 9H). 
MS (ESI+) 560 (M + +l, 32%) . 

[0 2 7 5] 
##150 3 2 

tert-V-^H (3R) -1- [6- 7 -fc ^ ;i/-3- v ;u ) -5- * /1/-4- * ^ y -4, 5- v K 

□_3H_-f 5 ^ y [4, 5-c] y v y-2--f ;w] t? ^ y v >-3--f ;W * >w*y - h 

[0 2 7 6] 

Kb 1 o 1 ] 




fW-> JOQ~Q 




##^S 3 4 ^ft-^ft (90 mg) > 9 1 Kn 7 7 > (2 mL)if *0 TC&~?£iPL, 
7nv-)A^n5 F(0.68 mL) £?ST#:, 0 < CT?«#L^o H$W1lfe. 25 t:K#f.^L2B# 

/l)"ett»LSS©SI!iI»(53 mg)^e-feT^;V7 LX&tZo 

*H NMR (400 MHz, CDCh) 5 7.42-7.36 (m, 1H), 7.29 (s, 1H), 7.24-7.11 (m, 2H), 6 
.70-6.62 (m, 1H), 5.80 (d, J = 17.0 Hz, 1H), 5.64 (d, J = 17.0 Hz, 1H), 3.84-3.7 
2 (m, 1H), 3.56 (s, 3H), 3.49-3.39 (m, 1H), 3.08-2.92 (m, 3H), 2.61 (s, 3H), 1.8 
3-1.48 (m, 4H), 1.43 (s,9H). 
MS (ESI+) 514 (M + +l, 100%) . 
[0 2 7 7] 
3 3 

ter t-y 9- )\> i (3R) -1- [6-"* > W (2- * n □ ^ y v )V) -5-> f - ;V-4- * y -4, 5- ^ 

t Fn-SH-'f 5 ^y [4, 5-c] tf y 5? y-2->f ;v] t?^ y y >-3--f ;M * ;w*y - h 

[0 2 7 8] 



tti§E# 2004-31 19840 



#M 2003-396242 



^-v: 100/ 



[ftl0 2] 




NHBoc 




NHBoc 



##013 2 raflto^tt-C, M^MfrfrW (53 mg)^^L^o 
1 H NMR (400 MHz, CDCh) d 7.95-7.90 (m, 2H), 7.70-7.63 (m, 1H), 7.55-7.48 (m, 2 
H), 7.44-7.38 (m. 1H), 7.26-7.15 (m, 2H), 6.82 (s, 1H). 6.75-6.69 (m, 1H). 5.82 
(d, J - 17.0 Hz, 1H), 5.66 (d, J = 17.0 Hz, 1H), 3.82-3.71 (m, 1H), 3.57 (s, 3H) 
, 3.43-3.35 (m, 1H), 3.07-2.94 (m, 3H), 1.81-1.47 (m, 4H), 1.42 (s, 9H). 
MS (ESI+) 576 (M + +l, 100%) . 
[0 2 7 9] 
3 4 

tert-7 f - /U [ (3R) -1- (3- ( 2- ^ n n ^ > y' ;v ) -6- P h ^ ~> (> f ^) 7 5 / ] * )V * - ;V I 
-5-* fM-t^V-4,5-yt Kn-3H-W 5 /'/[4,5-c] tf V 5»-2->f tf^'J v^-3- 

[0 2 8 0] 

m 1 0 3 ] 




NHBoc 




NHBoc 



MeO 



##$13 5 «5-fk#ife (456 mg)<^vV f;l/*;VA7 5 K(10 mL)«Kl-^ Kn^fy^V 
«/)>ij7 V— ;v (251 nig) ^ 1 -if-*- 3 - (^W^/o^) *>M?$M 5 H 
• *Mfe:!£(316 mg)> h Vxf;i/7 5 >(0.73 mL), N,0-^f Kn^rV;V7 5 
&(160 mg)^iPxT25t:T«24^FTO#t/Co RJEBS^»^***nx.-CftBRif->I/-e«itfl U 

o aaESr^u *^v*5A^D-7Fy77^(Wl : ^^^v/f^^f-;v = i/i~ 

1 H NMR (400 MHz, CDCh) 5 7.42-7.36 (m, 1H), 7.24-7.12 (m, 2H), 6.71-6.65 (m, 1 
H), 6.65 (s, 1H), 5.77 (d, J = 17.0 Hz, 1H), 5.62 (d, J = 17.0 Hz, 1H), 3.85-3.7 
3 (m, 1H), 3.61 (brs, 3H), 3.50 (s, 3H), 3.46-3.38 (m, 1H), 3.36 (s, 3H), 3.07-2 
.95 (m, 3H), 1.80-1.49 (m, 4H), 1.42 (s, 9H). 
MS (ESI+) 559 (M + +l, 55%) . 

[0 2 8 1 ] 
###!) 3 5 

2- 1 (3R)-3-[(tert-7- h * v * 7^]^'J V M -3- (2-* n V< > v> 

;i/)_5_>^;V_4-^-^V-4,5-> ? t Kn-3H--f 5 ? V[4, 5-c] \£ 'J 5* > -6- * ;V > 

[0 2 8 2] 

Hbi0 4] 




HO 



NHBoc 



NHBoc 



##$1 1 3 Olt^-® (970 mg) . 1 HTmiti- MJ * A (4 mL) , * / - ^ (10 mL) 

mSE# 2004-3119840 



#M 2003-396242 



101/ 



HO 



lElit^- T?SES*Mfr&'*lfe (920 mg)*SfeiM*fc LT»fc 0 
MS (ESI+) 516 (M + +l, 100%) . 

10 2 8 3] 
##08 3 6 

J. f - ;v 2-1 (3R) -3- [ (ter t- f h * V * ;V **- 7 5 7 ] k? ^ U v >-l- >f /U| -3- (2- * n n 
^ > * V-4, 5-^ H K n -3H- -< § 5-c] Vf U v V-6-* >U#* v W - h 

[0 2 8 4] 
[ft 1 0 5 ] 

. "X> . "X) 

^O0-Q -OOQ-Q 

g NHBoc jj NHBOC 

##001 6 fcH&O^&TN SMO-ffrfr* (17 mg)£-£-J&Lfco 
MS (ESI+) 530 (M + +l, 27%) . 
[0 2 8 5] 

##0fl 3 7 , 

4 y y n t? ;V 2-| (3R) -3- [ (tert-"/ h * -> * * fr) 7 5 / ] *T ^? V S> >-l--f ^1 -3- (2- 

^DD^>y»-44^fV-4,5-vli Kn-3H-W 5 ? V [4 , 5-c] If U y^-64;l/*^yV 

- h 

[0 2 8 6] 

Mb i o 6 ] 

» NHBOC I & NHBOC 

##081 6 ^®<7Mt£*(50 mg)&^5£Lfco 

*H NMR (400 MHz, CDCb) 5 7.44 (s, 1H). 7.42-7.38 (m, 1H), 7.24-7.12 (m, 2H), 6 
.73-6. 68 (m, 1H). 5.80 (d, J = 17.0 Hz, 1H), 5.65 (d. J = 17.0 Hz, 1H). 5.30-5.20 
(m, 1H), 3.83-3.72 (m, 1H), 3.45-3.35 (m, 1H), 3.08-2.92 (m, 3H), 1.82-1.45 (m, 
4H), 1.43 (s, 9H), 1.39(8, 3H), 1.37 (s, 3H). 
MS (ESI+) 544 (M + +l, 44%) . 

[0 2 8 7] 
##08 3 8 

^ y v fl/ 2- 1 (3R) -3- [ ( tert- /h^^* 75/] tf'* V v V-\-4 M -3-(2-^ 

no^>y»-4-t + y-4,5-yn Fn-3H--f 5 ^V[4, 5-c] M U ^>-6-*^#*W- 

[0 2 8 8] 
HU0 7] 

\ NHBoc O NHBOC 

##081 6 tlWI^^-e, XAO'ffr&tt (55 ng)*^bfco 
X H NMR (400 MHz, CDCh) 5 7.50 (s, 1H), 7.45-7.32 (m, 6H), 7.25-7.12 (m, 2H), 6 
.72-6.68 (m, 1H), 5.80 (d, J = 17.0 Hz, 1H), 5.64 (d, J = 17.0 Hz, 1H), 5.38 (s. 
2H), 3.82-3.70 (m, 1H), 3.45-3.35 (m, 1H), 3.08-2.95 (m, 3H), 1.82-1.49 On. 4H) 

, 1.42 (s, 9H). 

MS (ESI+) 592 (M + +l, 67%) . 

Ui|iE# 2004-3119840 




#H 2003-396242 



o 



102/ 



[0 2 8 9] 

3 9 

ter t-7* f - ^ I (3R) -1- [6- ( T 5 7 U )V )),) -3- (2- * n n ^ y V )\>)-A- * * V -4, 5- V 
K n -3H--T 5 f7 [4, 5-c] tf U v >-2->f *>] tf ^ 'J v ^-3- -f ;H * A"t* - h 
[0 2 9 0] 

Mbi0 8] 



##011 7^)^^/(150 mg)^y^f;^;VA7 5 K(3 mL) Krg^U 1-t Kn + y^ 
>y*h 'J 7V-M55 mgK l-^f-^-3- (V^f^7$^yntf;v) 
K • &m&(69 mgK f'Jxf;i/7 5>(0.18mL), i&4fc7 * A (21 mg) 25 

*^;i-?5;7A^nvh^v7'f-(SIW-S« : ^nn*w/^;-JV = 10/l)-e*ti£L 
x ^Ogfi<jt>(83 mg)?-illfe7 ; E^7 7^ £ LXntzo 

X H NMR (400 MHz, CDCh) £ 7.46-7.38 (m, 1H), 7.29-7.15 (m, 3H), 6.79-6.71 (m, 1 
H), 5.75 (d, J = 17.0 Hz, 1H), 5.61 (d, J = 17.0 Hz, 1H), 3.87-3.73 (m, 1H), 3.5 
1-3.39 (m, 1H), 3.11-2.94 (m, 3H), 1.86-1.50 (m, 4H), 1.42 (s, 9H) . 
MS (ESI+) 501 (M + +l, 50%) . 
[0 2 9 1 ] 
4 0 

ter t-Zff- ;v I (3R) -1- [6- ( 7 5 J U ;V fl/) -3- (2-^no^> v ;V) -5- ^ f - * * V 
-4, 5-v ti Kn-3H--f 5 ^V*[4, 5-c] fc? V v >--2--f ;v] fc° ^ x ) V >-3-^ * A"<* - h 
[0 2 9 2 ] 
[<k 1 0 9 ] 



##$13 4 i:|Wl«(0^-C% M^b^(85 mg)££-J&L7t 0 
MS (ESI+) 515 (M + +l, 100%). 
[0 2 9 3] 
4 1 

ter t- -ff- ( (3R) -1- 13- (2- ^ n n y V )V ) -6- [ ( v * * * 7 5 J ) * >V - ;V] -4- * * 
V-4, 5-v Kn-3H-^ 5 *V[4, 5-c] fc? 'J v >-2->f ;M t^'J y ^-3--f JV) it - > 

[0 2 9 4 ] 
lit 1 1 0 ] 



###]1 7?Mb^(28 mg)«Dv^ncM * >Q raL)iIt:N > N-tfX(2-t^V-3-t^r 
tv*'Jy-Ji')-^7'f >i^o'J K(21 ig)> HJ^fyi'T 5 ^(29 ^LK y^f^T 

n*;i/A/^c *y--;v = 10/1) *JBv>TiMliSISU (16 mg) fcS-feT^? 

7* i: LT#fc 0 






a 



ffiliE# 2004-31 19840 



#11 2003-396242 



^-v: 103/ 



*H NMR (400 MHz, CDCI3) 8 7.42-7.38 (m, 1H), 7.25-7.13 (m, 2H), 6.87 (s, 1H), 6 
.79-6. 71 (m, 1H), 5.79 (d, J = 17.0 Hz, 1H), 5.64 (d, J = 17.0 Hz, 1H), 3.84-3.71 
(m, 1H), 3.49-3.39 (m, 1H), 3.20 (m, 6H), 3.10-2.91 (m, 3H), 1.83-1.50 (m, 4H), 

1.43 (s, 9H). 
MS (ESI+) 529 (M + +l, 44%) . 

[0 2 9 5] 
# #ffl 4 2 

tert- )V ( (3R) -1- 13- (2- ^ n n ^ > v ;v) -6- [ ( v ^ f- iU T 5 / ) * /I/ *' - )V] -5- ^ 
;M-t^V-4,5-vt Kn-3H--T 5 *V[4,5-c] tf'J v^-2--f ;V| fc:^ V 5> >-3--f >W * 
- h 
[0 2 9 6 ] 
lit I 1 1 ] 



##$J4 1 <7Mb-g-®(ll aig)©y^f;V*)VA75 F(0.5 mUtgtfcfc^tBfe* V *J & (3 mg 
K 3«Mb^M4 / /L)*iPx.T25'C-C13^P^ti#L/Co BtJSrl^tJKTtcfctjn*. 

MS (ESI+) 543 (M + +l, 62%) . 



4 3 

> f-JW 2- |(3R)-3-[(tert-7' h * */ ii frtf =■ )V) T 5 J ] tf^U -J>-l-4 M -3- (2-* a n 
-5-7 ^ t n ^ y 4-^- * V-4, H Kn-3H-^ 5 ^V[4,5-c] tf V v>>-6-#;v*K* 

[0 2 9 8 ] 
lit 1 1 2 ] 



#tHl 6 i:|WI#co*"S*fflv^-C. ^fiO'fk^W (265 mg) fc-g-J&L/io 
MS (ESI+) 534 (M + +l, 75%) . 
[0 2 9 9] 
4 4 

2- 1 (3R) -3- [ (tert-7 V * v * ^ ^) T ^ J ] tf ^ U v V-l-W ;H -3- (2- * a n -5- 7 ^ 
tn^yy^)4-^^V4,5-yk Kn-3H->f 5 ^V[4,5-c] tf'J v >-6-*;v**^m 
[0 3 0 0] 

Hbi 1 3] 



##$11 7 tiWMf v*T. 3SM.<Dtt&m<8Nl mg)*^L^ 0 
MS (ESI+) 520 (M + +l, 58%) - 

[0 3 0 1 ] 
##00 4 5 

> ^JV 2- {(3R) -3- [(tert-"/ h^'>*^#-)V)7? J ] tf^'J ^^-l--f ;V}-3-(3-J* ^ 




[0 2 9 7] 





tBSE#2 004-3119840 



2003-396242 



104/ 



7* f -2-xy-l-^f ;V)-4-i ^ V-4, 5-y li Kn-3H--f 5 ^V[4, 5-c] 'J V >-6-Jj JV*** 
[0 3 0 2] 

Kb i l 4 ] 



^(680 mg)^^L^o 
MS (ESI+) 460 (M + +l, 38%) . 

[0 3 0 3] 
###!] 4 6 

f- ;i/ 2-| (3R) -3- [ ( tert- 7 h * ~> * ;V T 5 y ] \£« U y >-l- >f ;M -1- (2-* n o 
-5-7;v^-n^^v?;i/)-4-3- K-lH-'f 5 $ry-Ji'-5-*A'#* v V- h 
[0 3 0 4] 
[<bl 1 5] 



###01 8 t|WJ#<7)^ft^fflv^T, 5c®Oft^%(3.3 g)*^t/io 
MS (ESI+) 607 (M + +l, 30%) . 

[0 3 0 5] 
###J 4 7 

2- l(3R)-3-[(tert-y h^fy* ;wi?~;i/) 7 5/ ]t>'J v >-l--f M -4- a - K-l- 
(3-^<f-;i'7'h-2-^>-l-'f ;W-lH—f ^rz-M-^^^vw h 
[0 3 0 6] 
[ft 1 1 6 ] 



##®ii 8 tmmnjj&zm^r, m.m<oi^km{2.% g)=sr^L^ 0 

MS (ESI+) 533 (M + +l, 33%) . 

[0 3 0 7] 
###!J4 8 

xfjv 4-7 5 y -2- |(3R)-3-[(tert-r b^y* ;v**-;v) 7 5 7]bV'J >-i-W ;M -1- 
(2-^ nn-5--7;i/^-n^>-v;w)-lH--f 5 ^V-;v-5-^ ;v#^^> V- b 
[0 3 0 8] 
Mtl 1 7] 



rh7tKn77> (260 mL) ^M^.-e7jc^b^ h'J7A (60%, 1.42 g) Srflnx.. 30:53^ 
mWLtZo RJ£$UC^;l/ N-[(E)-K3R)-3-[(tert--7*h^r~>*;V**-;v)T5 

(v/jy>f ?;)^fjv]-N-(2-^no-5-7)VtD^y^)^'j h (l 

9.5 g) ©rh7H Kn^^iMQlO mL)£0 t^illX-. £»-C2l$|IIJ«#Lrt:o 




NHBoc 






mfE#2 004-31 19840 



#11 2003-396242 



: 105/ 



£0 < CIC^L> 7^(2.0 mL)*&5ft«i<ini;U JfcV^S&fll&'ftT V ^7$C^(10 mL 

»8L «£MJ±Mi-&- »l©@W«fi4W (19.5 g) £#£ D 
X H NMR (300 MHz, CDCh) d 7.33 (dd, J =5.0, 8.7 Hz, 1H), 6.90 (dt, J = 3.0, 8.4 
Hz, 1H), 6.54-6.52 (m, 1H), 5.21 (s, 2H), 5.12-4.97 (m, 3H), 4.15-4.10 (m, 2H), 
3.79-3.70 (m, 1H), 3.30 (dd, J = 3.2, 12.1 Hz, 1H), 2.99-2.91 (m, 1H), 2.90-2.8 
2 (m, 2H), 1.79-1.51 (m, 4H), 1.41 (s, 9H), 1.10-1.05 (m, 3H). 
MS (ESI+) 496 (M + +l, 100%). 
[0 3 0 91 
4 9 

^f-;i/ 4-T^/-2-| (3R)-3-[(tert-7- > * Vl3 frtf-fr) T * / ] tf^ V v >-\-4 M -1- 

(3-^^^y h-2-i^-i-^f ;^)-iH--f 5 ^v-;v-5-^;v**^rv^- h 

[0 3 10] 
lit 1 18] 



fh7tKD77> (130 mL) Km^-efrMfti- > V V & (1. 24 g, 60%rft1±) £in£, 30 
^r B 1^t^o KJ^mz^)V N-[(E)-|(3R)-3-[(tert-7* b^y*;v^;v)7^]tf 

^ij (y/;^ 5 ;) ^ f;v]-N-(3-^ f b-2-x>-i-{ ;v) ^'J h 

(8.69 g) (9rh7li Kn-7 7>v#^(50 mL)£0 < C"Cin£> M"e2B#F^«# bf^o 
ffcfcO'CK^ifcPU 7K(1.0 mL) £ iJD ^T-f&MftT>*-?A;to#?£(5 mL 

^>?s*^i±itii-r^c ht?. ^moifi^^sMtJ (8.7i g) *n?to 

X H NMR (300 MHz, CDCh) 8 5.24-5.21 (m, 1H), 5.06-4.96 (m, 1H), 4.92-4.82 (m, 2 
H), 4.57-4.55 (m, 2H), 4.27 (q, J = 7. 1 Hz, 2H), 3.81-3.79 (m, 1H), 3.33-3.30 (m 
, 1H), 3.06-2.05 (m, 1H), 3.00-2.98 (m, 1H), 2.88 (dd, J = 6.8, 12.0 Hz, 1H), 1. 
84-1.78 (m, 2H), 1.81-1.40 (m, 2H), 1.73 (s, 3H), 1.70 (s, 3H), 1.44 (s, 9H), 1. 
33 (t, J = 7.1 Hz, 3H). 
MS (ESI+) 422 (M + +l, 100%). 

[0311] 
### !1 5 0 

^f-;> N-[(E)-|(3R)-3-[(tert--7^^r'>*;V'K->'V)T5 7]tf^iJ l?>-l-4 M (i/T J 
4 5 ;)^f;v]-N-(2-^nn-5-7Ji'tn^>'y;v)^'J v*- h 

[0 3 12] 
Hb 1 1 9 ] 



N-[(E)-|(3R)-3-[(tert-7'h^->*^**-^)T5 y]tT^V W-l-JM (v7 
;-{5;)>f;v]^'JV^-h (23.4 g) <DT* h =- h U (133 mL) fc, 2-^n 

n-5-7Jl/to-^>y>7nU* (21.9 g) , £tBfc*U*A (27.6 g) Sr^iSLTifflx. 

^n7^77-f- (®§B^ : = 2/1-2/3) «LT, 

OgW (19.9 g) 

*H NMR (300 MHz, CDCh) 5 7.37 (dd, J = 5.0, 8.8 Hz, 1H), 7.08-7.06, (m, 1H), 7 




H 

eto 2 c_.N 




NHBoc 



CN 



ffiSE# 2004-3119840 
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"*-s> : 106/ 



.01 (dt, J = 2.9, 8.3 Hz, 1H), 4.88-4.68 (m, 1H), 4.62-4.53 (m, 2H), 4.23 (q, J 
= 7.1 Hz, 2H), 4.03-3.89 (m, 2H), 3.74-3.70 (m, 2H), 3.59-3.51 (m, 1H), 3.45-3.3 
5 (m, 1H), 3.22-3.14 (m, 1H), 1.95-1.71 (m, 2H), 1.71-1.66 (m, 1H), 1.59-1.56 (m 
, 1H), 1.43 (s, 9H), 1.29 (t, J = 7.1 Hz, 3H). 
MS (ESI+) 496 (M + +l, 52%). 
10 3 13] 
5 1 

J.*-* N-[(E)-|(3R)-3-[(tert-7'h^r^*^^-^)T5 y] ti^V Vs-l-<( )V\ {*sT S 

<i ?y ) ^ f ;i^]-N-(3-p{ f f -2-x ^-l-'f ;v) ^ 'J h 

[0 3 14] 
Hfel 2 0] 



z-^-fr N-[(E)-i(3R)-3-[(tert-'7'b^v*;i"K->'V)T5 *J>-l-4 M (*sT 

;^5y)^f^]^'J->^-F (12.0 g) <D 7 -tr b =• Y V frfeWL (68 mL) 1-ya 

^_ 3 _ >!f ; l ,_2-7'f> (7.59 g) . ^m^u^A (14.1 g) zm^toz.-'mmw 

V?7 4- (IllS^^ft^/ftfif^ = 2/1-1/2) X-mMLX, ^i^BW 
(8.89 g) %ntzo 

'H NMR (300 MHz, CDCh) 8 5.18-5.14 (m, 1H), 4.81 (brs, 1H), 4.20 (q, J = 7. 1 H 
z, 2H), 4.03 (s, 2H), 3.91-3.89 (m, 2H), 3.69-3.67 (m, 2H), 3.55-3.50 (m, 1H), 3 
.40-3.30 (m, 1H), 3.20-3.15 (m, 1H), 1.94-1.86 (m, 2H), 1.74 (s, 3H), 1.64 (s, 3 
H), 1.81-1.40 (m, 2H), 1.44 (s, 9H), 1.27 (t, J = 7. 1 Hz, 3H). 
MS (ESI+) 422 (M + +l, 39%). 
[0 3 1 5] 
5 2 

tert-^f - /u I (3R) -1- [3- (2-?no^>y»-6-(t Fn^->^f;i') -5-^ f - ^-4- * V 
-4,5-^t Kn-3H--f 5 ^V[4,5-c] tf V v?>-2--f )\>] tf^U v>-3--f ;V} #;W^ - h 
[0 3 16] 
Mb 1 2 1 ] 



###!3 5<7Mfc^(2.11 g), > yxf^75 >(0.68 mL)»ff7t Kn-7 7>(20 m 
L)i#«0'CK5$-£PU *nnj£^ V7*"^M0.68 mL)£?iSTLT:0 t "trl^FeH-fci^ U 

•7fSt7" > U *A(309 mg)<7>7jc«(2 mL) £7&T L> 0 *C T'30^-» L iz o RJ&fL RJfciS 

?A?u-?y 77 7 4 -(mmfeM : ^*t>/tt^f^ = l/l~*nn*;vA/y *y 
= 10/1) \zx lomWt-T&z tt-Si^j^i (1.9 g)^6fe7 ; tJV7 7^tLt#it 

°H NMR (400 MHz, CDCh) S 7.42-7.35 (m, 1H), 7.22-7.08 (m, 2H), 6.65-6.58 (m, 1 
H), 6.56(s, 1H), 5.74 (d, J = 17.0 Hz, 1H), 5.60 (d, J = 17.0 Hz. 1H), 4.6l(s, 2 
H), 3.82-3.72 (m, 1H), 3.65 (s, 3H), 3.44-3.32 (m, 1H), 3.06-2.90 (m, 3H), 1.81- 
1.50 (m, 4H), 1.42 (s, 9H). 
MS (ESI+) 502 (M++1, 100%). 





ffitE# 2004-3119840 



mm 2003-396242 



^-v: 107/ 



10 3 17] 

2- 1 (3R) -3- [ (tert-r h * v * ;V **- ;>) T 5 / ] fcf ^ U S> ^1 -3- (3--* f" * ^ h -2- 

jn^-l-^f ;v)-4-^-^rV-4,5-vt Kn-3H->f ^ IT V [4, 5-c] fcf 'J 5> >-6- * /U # 

[0 3 18] 
[ft 1 2 2 ] 



CHjO 




HO 



NHBoc 




Boc 



###!I3 5 lW<£>#i£-£\ M<7>ft£-^(590 mg)*£-j£Lfco 

*H NMR (400 MHz, CDCh) 5 7.63 (s, 1H), 5.44-5.37 (m, 1H), 5.05-4.94 (m, 2H), 3 
.94-3. 80 (m, 1H), 3.60-3.51 (m, 1H), 3.33-3.05 (m, 3H). 1.97-1.65 (m, 4H), 1.81 ( 
s, 3H), 1.75 (s, 3H), 1.44 (s, 9H). 
MS (ESI+) 446 (M + +l, 35%). 
[0 3 19] 
5 4 

ter t- yj-fr I (3R) -1- [3- (2- * n n ^<y *J )i> ) -5- (3- ^ ^->7i- ;V) -4- * * V -4, 5- V 
\L Kn-3H--f 5 ^ V*[4, 5-c] If V 5? V-2-4 )V] fcf^ V v ^-3--f M iJ A"<* - h 
[0 3 2 0] 
[ft 1 2 3 ] 



6X} 



CH3O' 





NHBoc 



NHBoc 



. ##012 9<^ft^#(100 mg) £3-* Y * '>7i-H*d >m(66 mg)<7> 

nny ^ ^ (5 mL)^^^^ Vdr^7-~>-"/4A(400 mg. flJjfoW*), b'Jxf;V75 
^(59 /iL). TO^(80 mg)£lm£21l$W£ffi^ifc#Ufco fiOtSt*?^ h^ilU * 

^-f-dW^H^/tix^ = vi - 0/1) 4 i t "pjas^ b w» ( 

43 mg) 

X H NMR (400 MHz, CDCh) 8 7.39-7.28 (m, 2H), 7.21-7.09 (m, 3H), 6.97-6.87 (m. 3 
H), 6.75-6.71 (m, 1H), 6.67 (d, J = 7. 3 Hz, 1H), 5.78 (d, J = 17.0 Hz, 1H), 5.63 
(d, J = 17.0Hz, 1H), 3.84-3.73 (m, 1H), 3.81 (s, 3H), 3.46-3.36 (m, 1H), 3.06- 
2.94 (m, 3H), 1.81-1. 49 (m, 4H), 1.43 (s, 9H). 
MS (ESI+) 564 (M*+l, 100%) . 

[0 3 2 1] 
##08 5 5 

I (3R) -1- [3- (2- * n n ^ y V )V) -5- (3-7^tn7x-^)-4-**V-4, 5--> 
n Fn-3H-W 5 yy*\A, 5-c] tf V y y-2-4 ;v] tf ^ U v ^-3-4 ;W * - h 

[0 3 2 2] 



[ft 1 2 4 ] 

°X3 




NHBoc 



NHBoc 



Oft^(36 mg)^^L7^o 

tfilE# 2004-3119840 



mm 2003-396242 



i- 3 J : 108/ 



*H NMR (400 MHz, CDCh) 8 7.49-7.32 (m, 2H), 7.20-7.02 (m, 6H), 6.77-6.73 (m, 1 
H), 6.70 (d, J = 7.2 Hz, 1H) , 5.76 (d, J = 17.0 Hz, 1H), 5.61 (d, J = 17.0 Hz, 1 
H), 3.85-3.70 (m, 1H), 3.45-3.36 (m, 1H), 3.07-2.92 (m, 3H), 1.80-1.52 (m, 4H), 
1.43 (s, 9H). 

MS (ESI+) 552 (M + +l, 100%) . 

[0 3 2 3] 
##M 5 6 

tert- 7^ I (3R) -1- [3- (2- * n u ^ > v ;v ) -4- * * V -5-7x- ;V-4 , 5- v t Kn -3H- -f 

5 ^ v*[4, 5-c] tr u v ^-2-w ;v] v y ^-3-^ M * - f 

[0 3 2 4] 
m 1 2 5 ] 



54i raa^^^^^MO-fk^ (73 mg) Lfco 
*H NMR (400 MHz, CDCh) 8 7.48-7.41 (m, 2H), 7.40-7.32 (m, 4H), 7.24-7.10 (m, 3 
H), 6.80-6.72 (m, 1H), 6.68 (d, J = 7.3 Hz, 1H), 5.78 (d, J = 17.0 Hz, 1H), 5.63 

(d, J = 17.0 Hz, 1H), 3.85-3.74 (m, 1H), 3.48-3.38 (m, 1H), 3.10-2.95 (m, 3H), 
1.82-1.57 (m, 3H), 1.43(s, 9H), 0.91-0.73 (m, 1H). 
MS (ESI+) 534 (M + +l, 100%) . 
[0 3 2 5] 
5 7 

tert- 7* f - i (3R) -l-[3-(2-^nn^>^l/)-5-(4-7JVtn7i-^) -4- * * 7 -4 , 5- V 
Kn-3H-^f ^ ^ V[4, 5-c] M V V >-2-4 ;v] V v >-3-4 M ij /WO - h 
[0 3 2 6] 
[it 1 2 6 ] 



##^J5 4 t|Wl#O^T^®<D^%(58 mg)*#j£Lfco 
*H NMR (400 MHz, CDCh) 8 7.40-7.33 (m, 3H), 7.18-7.11 (m, 5H), 6.77-6.71 (m, 1 
H), 6.69 (d, J = 7.3 Hz, 1H), 5.76 (d, J = 17.0 Hz, 1H), 5.61 (d, J = 17.0 Hz, 1 
H), 3.83-3.76 (m, 1H), 3.48-3.40 (m, 1H), 3.08-3.01 (m, 3H), 1.77-1.64 (m, 3H), 
1.42 (s, 9H), 0.85-0.80 (m, 1H). 
MS (ESI+) 552 (M + +l, 100%) . 
[0 3 2 7] 
5 8 

ter t- 7*?- ;v I (3R) -1- [3- (2- * n n ^ y V ;p)-5-^ f ;W4-t* V-6-(7 x + f ;v)- 
4,5-yt Kn-3H--T 5 ^V[4,5-c] tf U ;V] 5?>-3--f M**"** ~ ^ 

[0 3 2 8] 
Kb 1 2 7 ] 






a 



a 




NHBoc 



a 0 



miE# 2004-3119840 



#12003-396242 



^-v* : 109/ 



6 1 (Dit&W) (100 mg) . v A (163 mg) . 7x7-Jl/ (25 mL) <D v * T)V 

*;VAT^ F(3 mL)}#?&£25 r-ei6B#M#L7c 0 JRJ&lfe* RJ&rl-^^Tkfciinx.. @£ 

Hfttx^/U = 1/1) fcJ: «9 S £ X-mm (Dtt&%d (71 mg)^Sfe7 ; E^77^tLt 

MS (ESI+) 578 (M + +l, 100%). 
[0 3 2 9] 

tert-y ;V ( (3R) -1- 13-(2-7 n n ^ V y»-6-[(3-^ h •> 7 x / ^ V) > f A'] -5- ^ 
^;V-4-**V-4,5-v t: Kn-3H->f 5 *V[4,5-c] tf D ^ > -2- ;M tT^U ^>-3--f /W) 

[0 3 3 01 

[-fill 2 8] 



a.. 




NHBoc 




HBoc 



##015 8 tWim<D-fi&-e, &&<Dft&®(57 Dig)tfifeT ; e>7 7^tLX#fco 
X H NMR (400 MHz, CDCls) d 7.43-7.37 (m, 1H), 7.26-7.15 (m, 3H), 6.75 (s, 1H), 6 
.74-6. 68 (m. 1H). 6.60-6.50 (m, 3H), 5.78 (d, J = 17.0 Hz, 1H), 5.63 (d. J = 17.0 
Hz, 1H), 5.00 (s. 2H), 3.80 (s, 3H), 3.80-3.72 (m.lH). 3.62 (s, 3H), 3.40-3.37 
(m, 1H), 3.02-2.89 (m, 3H), 1.76-1.67 (m, 4H), 1.42 (s, 9H). 
MS (ESI+) 608 (M + +l, 100%). 
[0 3 3 1 ] 
6 0 

ter t-y f" I (3R) -1- [3- (2-7nn^>i?;v)-6-('>7/^f^) -5-* ^ ^-4- * * V -4, 5 
-v K a-3H--f 5 ^ V[4, 5-c] tf U v >-2-J ;v] fef 'J v >-3--f ;H * - /^^ - b 
[0 3 3 2] 
Ut 1 2 9 ] 





K) " 

VlHBoc NHBoc , 

6 1 <Dik%%} (200 mg) > ->7Wb* V ?A(27 mg), 3 «Mfc# 'J * A (3 mg) * v 
>f^;VA75 K(5 mL) KtfrfrU 25 < CT?24(#M# L fco JUStfe, RlSift#»K*- 

: ffc3fcj.?-/w)ic J; ijsHIStt- & i t tr*M<^ / fb^-%(105 mg) SrH-fe^T-^v? 7* 2: LT 

MS (ESI+) 511 (M + +l, 100%). 
[0 3 3 3] 

m^me i 

ter t- "f 9- I (3R) -1- [3- (2- ^ n n * y V ;v) -6- ( 9 n n ^ f- ;W) -5- ^ f - ^-4- * 4r V -4, 5 
Kn-3H-W $ ^ V[4, 5-c] fcf U v >-2->f ;v] tf ^ V V >-3-W ;W * - > 

[0 3 3 4] 



ffllE# 2004-3119840 



#M 2003-396242 



110/E 



Hk l 3 o ] 



CI 



a 




YlH 



0 




XO-Q 



0 



HO 



CI 



Boc 



NHBoc 



S*#H&T\ 5 2 <Oik&to{501 mg)<DT h9KKn7? >*#?£(10 bL) 

nn3/\*Sft>f 5 |? (339 mg ) £ y i) 7i-;i/^7-( > (656 mg) &j!nix.T25 < CT-2B#fy]3f 

feM: A/ = 1/1) Hi <9^M<^'fb^t'(485 mg) £ i&Hfe 7 ^ ^ "7 r * £: 

MS (ESI+) 520 (M + +l, 100%). 
[0 3 3 5] 

DPP-IV^^^^-tp^vlfil^^TybW^^-y^r- (25mM Tris-HCl, 140mM NaCl, lOmM 

kci, pH = 7^9) £T#jru 50//L&v^nyy-fe^"/v- h«ira-t&o jb^M 

1//L£$st[k r&£-U ISCt'f > + i^-H/;o £5 (Glycyl-L-Proline 4-Methyl- 
Coumaryl-7-Amide, ^7"f KTO) * T s> •te'f *v 7 r - KTO. 2mMH«L50// LZffi 
Stk ft#U Sfitt'f >3fA^-->3 VLfct, 25%ttBbfc»&100/iL£t&lniLTRJS 
&#lt2-£fco fjfe7'l'-h , J-^-tIV^, ^^^^360^ $J^fcg460nm 

* S9 feLtzo mn&Wtmn m K&bfrV, a6 25 %S»fci# f£ 4: « L T RJd £ ff it 
$ *ttz'* v 9 7 v *7 V K 9 j. ^ ^ £«] L4v>3>bD-^-?x /K7>3bte3ftJK<&g 
fclOOKfcU fl^»«lni*x/l/©*ft5fc**l*3J*U tt^»«^«@£ifMtt&m 

ia#-r^<b^WJg*iCso'(iti: ttiasUo 

[0 3 3 6] 
[0 3 3 7] 



[*1] 



IC 5 o (nM) 



ii.o 
68.0 



HJfeflll 1 1 (O^m 
HJSM 1 3 <DiY&m 

nmm 3 0 cow^m 



1.4 
44.0 
5.0 

203.0 
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1/E 



T!£:£ (I) X~iBLZti2>it%m*> L < t4 ^ <a :/ * K5f/, £ rt: li * *l © 



grfo R 4 isitTR 5 f±, #*»£LT;fc*JK^ s^^tt-c^ j;v>7;^^;^*^ : £•^i- 
o R 6 ii, 7|tfifJ!iH\ e«l$iT-r4 iv>7'J-n/afelf*?K-ro -Y-NH 2 14. ^ (A) 

Kb 2] 





(A) 



NH 2 



tfiaE# 2004-3119840 



mm 2 0 0 3-3 9 6 2 4 2 ^-v I 1/E 

#12003-396242 
50301948157 

IH5JI^±J£ 0 0 9 4 
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